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1481.12  Neom7ili&  sulfate-hydneMtisone 
acetRte  supfoattorfaB. 

1481.18  (RBHnrved] 

1481.14  NnnjKin  gnHa4»-lTl«nr1nalnn»>oe- 
tonldi  4avteal  — ’neot;  neomj- 
dn  r  Wi—rm  ■  topiMl 

■eroeol. 

IM.IS  Tfciniycla  nUMe-po^pnijxin  B  md- 
opftthaltntc  saa- 
pexataa;  neonqdn  aoKMe-pdli- 


Title  21— FIOD  AND  DRUGS 


ChapUr  Food  and  Drug  Adminit*  ^ 
tration,  Dopartmont  of  Hoalth,  Edu-  ^ 
cart—,  ood  Wolfaro 

suKHAnBi  r  —ns 
PART  140— NR>MAYaN  SULFATf 

Tosts  and  Motkods  of  At—y  — d 

Certification 

The  Commissioner  of  Food  and  Drugs 
has, evaluated  the  views  and  cmamenU 
received  In  response  to  the  notices  of 
proposed  rulemaldng  published  in  the 
Fbdkbal  Register  of  May  2, 1963  (28  F.R. 
4395),  and  has  concluded  that  the  fol¬ 
lowing  regulations  should  be  issued  for 
the  eerrtflcafttet*  of  neemyeln  and  neo¬ 
mycin-containing  drugs  subject  to  the 
Drug  Amendments  of  1962  (76  Stat.  78&- 
787;  Public  Law  87-781).  Therefore, 
pursuant  to  the  provisions  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  (sec.  507, 
59  Stat.  463,  as  amended;  31  U.S.C.  357), 
and  under  the  authority  delegated  to  him 
by  the  Secretary  of  Health,  Education, 
and  Welfare  (21  C7FR  2.90;  29  F.R.  471), 
Part  1481  of  Title  21  is  revi^  as  follows: 
Sec. 

1481.1  Neomycin  sulfate. 

1481.2  Neomycin  undecylenate. 

1481.3  Neomycin  sulfate  ointment;  neomy¬ 

cin  Biilfate- _ ointment 

(the  blank  being  filled  In  with 
the  established  name(B)  of  the 
other  active  Ingredlent(s)  iM'esent 
in  accordance  with  paragraph 
(a)(1)  of  this  section) . 

1481.4  Neomycin  sxilfate-betamethasone 

cream;  neomycin  sulfate-sodium 
dexamethasone  phosphate  cream; 
neomycin  sxilfate-dlchlorlsone  ace¬ 
tate  cream;  neomycin  sulfate- 
fluoclnolone  acetonlde  cream; 
neomycin  sulfate-methylpredni- 
Bolone  acetate  cream;  neomycin 
Bulfate-trlamclnolone  acetonlde 
cream. 

1481.6  Neomycin  sulfate  tablets. 

1481.6  Neomycin  sulXats-kaalim-peettn  oral 

suspensloiK  mesmyelK  auKate- 

kaolln-pecttn- _  ond 

sxispenslon  (the  blank  being  filled 
In  with  the  established  name(s) 
of  the  other  active  ingredient  (s) 
present  In  accordance  with  para¬ 
graph  (a)  (1)  of  this  section) . 

1481.7  Neomycin  sulfate- _ nasal 

suspension;  neomycin  sulfate- 

_ _  nasal  solution  (the 

blanks  being  filled  In  with  the 
'  established  name(s)  of  the  other 
active  Ingredient (s)  present  in 
accordance  with  paragraph  (a)  (1) 
of  this  section) . 

1481.8  Necnnycln  sulfate-sodium  propio¬ 

nate  otic  solution;  neomycin  sul¬ 
fate-sodium  propionate-predniso¬ 
lone  acetate  otic  solution. 

1481.9  Neomycin  sulfate- _ oph¬ 

thalmic  suspension;  neomycin 
sulfate- _ ophthalmic  so¬ 

lution  (the  blanks  being  filled  In 
with  the  established  name(s)  of 
the  other  active  Ingredlent(s) 
present  In  accordance  with  para¬ 
graph  (a)  (1)  of  this  section) . 

1481.10  Neomycin  sulfate- _ lotion 

(the  blank  being  filled  in  with  the 
established  name(s)  of  the  other 
active  Ingredient (s)  present  in 
accordance  with  paragraph  (a)(1) 
of  this  section) . 

1481.11  Neomycin  sulfate-thlhezlnol  meth- 

ylbromlde-polycarbophU  tablets. 


solution  (the  HWiv.  lenaea  lor  nreramuBcuiar,  xnerttpenw- 
bstng  fUed  111  wiOi  the  estab-  neal,  or  tc^ical  use,  each  immediate  con- 
llsbed  name(s)  of  the  othsc  active  tainer  shall  contain  0.35,  3.5  or  7.0  grams 
Ingredfetnt(B)  posent  in  accord-  n—nycin. 

ance  with  paragraph  (a)(1)  of  (3)  Labeling.  In  addition  to  the  re- ~ 
^  section).  quirements  of  S  148.3  of  this  chapter,  if 

1481.16  Neomycin  ^ate-poiymyxin  B  sul-  the  drug  is  packaged  for  dispensing  its 

1481  IT  [TisnsriisiTT  '  labeling  shall  bear  adequate  warnings 

1481.18  Neomycin  sulfate-polymyxin  B  sul-  ^or  its  intramuscular  or  intr«)eritoneal 

rats -hydeeeortie^e  oOe  sospen-  use  for  hospitalised  patients  only,  so  as 
slon;  neomycin  stilfate-poiy-  to  provide  constant  supervision  by  a 
myxin  B  sulfate-hydrocortisone-  physician.  The  labeling  shall  bear  the 
sodium  heparin  otic  suspension,  statement  “Refrigerate  solution.”  Its 

1481.19  NTOmycln  sulfate-polymy^  B  tvl-  expiration  date  is  12  months. 

fate^acetarsone  vaginal  supposi-  Request  for  certification:  samples. 

l4Sli»  Neomycin  sulfate-poiymyxln  B  sul-  ^  additioB  to  tile  requirements  of  S  148.4 
fate-gramlcldin  ophthalmic  solu-  this  chapter,  each  such  request  shall 
tion.  contain: 

1481.21  Neomycin  sulfste-polymyxln  B  sul-  (i)  Results  of  tests  and  assays  on  the 
fate  -  gramicidin  -  hydrocortisone-  batch  for  potency,  sterility,  pyrogens, 
hydroxyamphetamlne  hydrobro-  toxicity,  moisture,  pH,  and  identity, 
mide-phenyiephrlne  hydrochlo-  (jj)  Samples  required: 

148132  preKTlptlon  batch  Is  packagM  for  re- 

compounding.  packing  or  for  use  in  the  manufacture  of 

1481.23  Neomycin  sulfate  -  gramicidin-  another  drug: 

_  ophthalmic  solution;  (1)  For  all  tests  except  sterility:  10 

neomycin  suifate-gramlcldin-  packages,  each  containing  approximately 
- ophthalmic  suspension  300  milligrams. 

(the  bia^  being  fiu^  (2)  For  sterility  testing:  10  packages, 

ea^coi>talnlng  approximately  600  mflU- 

In  accordance  with  paragraph  (a)  ax.  1 

(1)  of  this  section).  <*>)  If  the  batch  is  packaged  for  dis- 

1481.24  Neomycin  sulfate-gramlcldln-hydro-  pensing: 

cortlsoiie-thanBylamlne  hydro-  il)  For  all  tests  except  sterility:  A 
chtoride-ttiong'icmtMm  bromide  wilnlmum  of  10  immediate  containers. 

1.4DIOE  w***®  w  X  .4.8.  x_.  For  stcriUty  tcsthig :  10  Immediate 

1481.25  Neomycin  sulfate-gramicldln-trl-  containers 

amclnolone  acetonlde  loation;  neo-  aa  ..i, 

mycin  sulfate-gramlcldln-fiudro-  Fees.  $5.00  for  each  container 

corttane  acetatelotton.  submitted  in  accordance  with  subpara- 

148L36  Neomycin  sulfate-granUcldln  olii^  graph  (4)  (tt)  (o)  (1)  and  (b)  (1)  of  this 
xaeiA]  neomycin  sxdfate-gtamieldx-  paragnq;>h;  $M).00  for  all  samples  sub- 
in-trlamclnoione  acetonlde  oint-  mitted  in  accordance  with  subparagraph 
ment;  neomycin  sulfate-gramlcld-  (4)  (U)  (a)  (2)  and  (b)  (2)  of  this  para- 
In-fiudroccHTtlsone  acetate  olnt-  graph. 

1481.27  N^oln  KUlaf-gramloldln-tn.  p 

amclnolone  acetonlde  cream.  Potency.  Use  either  of  the  following 

1481.28  [Reserved]  methods: 

1481.29  Neomycin  sulfate-nystatin  tablets.  (i)  Plate  a^say  using  Staphylococcus 

Authomtt:  The  provisions  this  Part  (ATCC  12228) --(a) 

1481  Issued  under  sec.  607,  59  Stat.  463,  as  ^crs  (.cups) .  Use  cylinders  described  in 

amended  76  Stat.  786,  786,  787;  21  U.S.CA.  5  141a.l(a)  Of  this  chapter. 

367.  (b)  Culture  media.  Using  Ingredients 

c  1/tD*  1  ax  •  ir  .  that  conform  to  the  standards  prescribed 

§148..!  Ne»mycm«.lf.l«.  by  the  or  NJ’.; 

(a)  Requirements  for  certification —  (1)  Make  nutrient  agar  for  carrying 

(1)  Standards  of  identity,  strength,  the  test  organism  as  follows: 

quality,  and  purity.  Neomycin  sulfate  is  _  ,  « n  erm 

the  sulfate  salt  of  a  kind  of  neomycin  or  a  — "r”""""",. - 7 - -  a'a  frn 

,  °  i  »  Pancreatic  digest  of  casein _  4.0  gm. 

mixture  of  two  or  more  such  salts.  It  yeast  extract  3.0  gm. 

is  so  purified  and  dried  that:  Beef  extract-IIIIIIIIIIIIIIIIIIIII  lAgm. 

(i)  It  has  a  potency  of  not  less  than  Dextrose  10  gm. 

600  micrograms  of  neomycin  per  milli-  Agar - i5.o  gm. 

gram,  calculated  on  an  anhydrous  basis.  Distilled  water  q.s - 1,000.0  ml. 

(ii)  It  is  sterile.  ^  i^ter  sterilization. 

nonpyr^enic.  (2)  Make  nutrient  agar  for  the  base 

is  nontoxic.  and  seed  layers  as  described  in  (b)(1) 

(V)  Its  moisture  content  is  not  more  ^  subdivision,  except  that  its  pH 

1  XI  after  sterilization  is  7.8  to  8.0. 

(vi)  Its  pH  in  an  aqueous  solution 

containing  33  milligrams  per  milliliter  In  lieu  of  preparing  the  media  from  the 
is  not  less  than  5.0  and  not  more  than  7.5.  individual  ingredients  specified  in  (b) 
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of  this  subdivision,  they  may  be  made 
from  a  dehydrated  mixture  that,  when 
reconstituted  with  distilled  water,  has 
the  same  composition  as  such  media. 
Minor  modification  of  the  individual  in¬ 
gredients  specified  in  (b)  of  this  sub¬ 
division  are  permissible  if  the  resulting 
m^a  possess  growth-promoting  prop¬ 
erties  at  least  equal  to  the  media 
described. 

(c)  Working  standard.  Dry  a  portion 
of  the  working  standard  for  3  hours  at 
60°  C.  and  a  pressure  of  5  millimeters  or 
less.  Determine  the  dry  weight,  and  dis¬ 
solve  in  sufficient  O.lilf  potassium  phos¬ 
phate  buffer,  pH  8.0,  to  give  a  stock 
solution  of  convenient  concentration. 
When  stored  imder  refrigeration,  the 
stock  solution  may  be  used  for  a  period 
not  exceeding  2  weeks. 

(d)  Preparation  of  sample.  Dissolve 
an  accurate  weighed  sample  in  suffi¬ 
cient  O.IM  potassium  phosphate  buffer, 
pH  8.0,  to  give  a  stock  solution  of  con¬ 
venient  concentration;  and  also,  if  it  is 
packaged  for  dispensing,  reconstitute 
as  directed  in  the  labeling,  remove  an 
accurately  measured  representative  por¬ 
tion  with  a  suitable  syringe  fitted  with 
a  22-gage  needle;  and  dilute  with  suffi¬ 
cient  O.IM  potassium  phosphate  buffer, 
pH  8.0,  to  give  a  stock  solution  of  con¬ 
venient  concentration.  Further  dilute 
the  stock  solution  with  sufficient  O.IM 
potassium  phosphate  buffer,  pH  8.0,  to 
give  a  reference  concentration  of  1.0 
microgram  of  neomycin  per  milliliter 
(estimated) . 

(e)  Preparation  of  test  organism. 
The  test  organism  is  Staphylococcus  epi- 
dermidis  (ATCC  12228) ,  which  is  main¬ 
tained  on  slants  of  nutrient  agar  de¬ 
scribed  in  (b)  (i )  of  this  subdivision. 
Using  3  milliliters  of  U.SP.  saline  TJS., 
wash  the  organism  from  the  nutrient 
agar\slant  (which  has  been  incubated 
for  24  hours  at  32°  C.-35°  C.)  onto  a 
large  nutrient  agar  surface  such  as  that 
provided  by  a  Roux  bottle  containing 
300  milliliters  of  nutrient  agar.  Incu¬ 
bate  for  24  hours  at  32°  C.-35°  C.  Wash 
the  resulting  growth  from  the  nutrient 
surface,  using  50  milliliters  of  sterile 
U.SP.  saline  TJ3.  Adjust  the  voliune  of 
the  suspension  so  that  a  1:14  dilution 
will  give  25  percent  light  transmission 
when  measured  with  a  suitable  photo¬ 
electric  colorimeter  having  a  580  m/t 
filter  and  a  13-millimeter  diameter  test 
tube  as  an  absorption  cell.  By  the  use  of 
test  plates,  determine  the  appropriate 
inoculum  of  the  adjusted  suspension 
(usually  0.1  milliliter)  to  be  inoculated 
to  each  100  milliliters  of  seed  layer  agar 
in  order  to  obtain  satisfactory  zones  of 
inhibition.  The  suspension  may  be  used 
for  1  week  if  stored  under  refrigeration. 

(/)  Preparation  of  plates.  Add  21 
milliliters  of  the  agar  prepared  as  de¬ 
scribed  in  (b)  (2)  of  this  subdivision  to 
each  Petri  dish  (20  millimeters  x  100 
millimeters) .  Distribute  the  agar 
evenly  in  the  plates  and  allow  to  harden 
on  a  level  surface.  Accurately  measure 
a  sufficient  quantity  of  the  nutrient  agar, 
^1  to  48*  C.,  and  add  the  appropriate 
inoculum  of  the  adjusted  suspension, 
prepared  as  described  in  (c)  of  this  sub¬ 
division.  Swirl  the  inoculated  nutrient 
agar  to  obtain  a  homogeneous  suspen¬ 
sion,  and  add  4  milliliters  to  each  of  the 
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plates  containing  the  21  milliliters  of 
uninoculatM  nutrient  agar.  Tilt  the 
plates  ba(^  and  forth  to  wread  the  in¬ 
oculated  nutrient  agar  evenly,  and  allow 
to  harden  on  a  level  surface.  After  the 
agar  has  hardened,  place  six  cylinders 
described  in  (a)  of  this  subdivision  on 
the  inoculated  agar  surface  so  that  they 
are  at  approximately  60*  intervals  on  a 
2.8-centimeter  radius.  Use  the  plates 
the  same  day  they  are  prepared. 

(g)  Standard  curve.  Using  the  stock 
solution  of  the  working- standard  pre¬ 
pared  as  described  in  (c)  of  this  subdi¬ 
vision,  prepare  solutions  in  O.IM  potas¬ 
sium  phosphate  buffer  pH  8.0  of  the  fol¬ 
lowing  concentrations:  0.64,  0.8,  1.0, 1.25, 
1.56  micrograms  of  neomycin  per  milli¬ 
liter.  The  1.0  microgram  per  milliliter 
concentration  is  the  reference  concentra¬ 
tion  of  the  assay.  Use  a  total  of  12  plates, 
three  plates  for  each  solution  except  the 
reference  point  solution  which  is  included 
on  each  plate.  On  each  of  the  three 
plates,  fill  three  cylinders  with  the  ref¬ 
erence  point  solution  and  the  other  three 
cylinders  with  the  concentrations  under 
test.  Thus,  there  will  be  36  reference 
point  determinations  and  nine  determi¬ 
nations  for  each  of  the  other  points  on 
the  curve.  After  the  plates  have  incu¬ 
bated,  read  the  diameters  of  the  circles  of 
inhibition.  Average  the  readings  of  the 
reference  point  concentration  and  the 
readings  of  the  point  tested  for  each  set 
of  three  plates  and  average  also  all  36 
readings  of  the  reference  point  concen¬ 
tration.  The  average  of  the  36  readings 
of  the  reference  point  concentration  is 
the  correction  point  of  .the  curve.  Cor¬ 
rect  the  average  value  obtained  for  each 
point  to  the  figure  it  would  be  if  the  ref¬ 
erence  point  reading  for  that  set  of  three 
plates  were  the  same  as  the  correction 
point.  Thus,  if  in  correcting  the  0.8- 
microgram  concentration,  the  average  of 
the  36  readings  of  the  1.0  microgram  per 
milliliter  (reference  point)  concentra¬ 
tion  is  16.5  millimeters  and  the  average 
of  the  1.0  microgram  per  milliliter  con¬ 
centration  of  the  set  of  three  plates  (the 
0.8  microgram  per  milliliter  set)  is  16.3 
millimeters,  the  correction  is  +0.2  milli¬ 
meter.  If  the  average  readings  of  the  0.8 
microgram  per  milliliter  concentration  of 
these  same  three  plates  is  15.9  milli¬ 
meters,  the  corrected  value  is  then  16.1 
millimeters.  Plot  these  corrected  values, 
including  the  average  of  the  1.0  micro- 
grsan  per  milliliter  concentration,  on  2- 
cycle  semilog  paper,  using  the  concentra¬ 
tion  in  micrograms  per  milliliter  as  the 
ordinate  (the  logarithmic  scale)  and  the 
diameter  of  the  zone  of  inhibition  as  the 
abscissa.  Draw  the  standard  curve 
through  these  points  either  by  inspection 
or  by  means  of  the  following  equations : 

3a+2l>+c— e 

L=  -g  . 

3c+2d+c— o 

H - g - 

where: 

L= Calculated  zone  diameter  for  the  lowest 
concentration  of  the  standard  curve; 

H= Calculated  zone  diameter  for  the  high¬ 
est  concentration  of  the  standard 
curve; 

c= Average  zone  diameter  of  36  readings 
of  the  reference  point  standard  solu¬ 
tion; 


a,  h,  d,  e=C(nTected  average  values  for  the 
othmr  standard  solutions,  lowest  to 
highest  concentrations,  respectively. 

(7i)  Assay  procedure.  Use  three  plates 
for  each  sample.  Fill  three  cylinders  on 
each  plate  with  the  standard  and  three 
cylinders  with  the  sample,  which  has 
been  diluted  to  the  reference  concentra¬ 
tion,  alternating  standard  and  sample. 
Incubate  the  plates  for  16  hours  to  18 
hours  at  32°  C.-35°  C.,  and  then  measure 
the  diameter  of  each  zone  of  inhibition. 
To  estimate  the  potency  of  the  sample, 
average  the  zone  readings  of  the  stand¬ 
ard  and  the  zone  readings  of  the  sample 
on  the  three  plates  used.  If  the  sample 
gives  a  larger  zone  size  than  the  average 
of  the  standard,  add  the  difference  be¬ 
tween  them  to  the  reference  point  zone  of 
the  standard  curve.  If  the  average  value 
is  lower  than  the  standard  value,  subtract 
the  difference  between  them  from  the 
reference  point  value  on  the  curve.  From 
the  curve,  read  the  potencies  correspond¬ 
ing  to  these  corrected  value  of  zone  sizes. 

(ii)  Plate  assay  using  Staphylococcus 
aureus  (.ATCC  6538P).  Proceed  as  di¬ 
rected  in  subdivision  (1)  of  this  subpara¬ 
graph,  except  that  the  reference  concen¬ 
tration  of  the  sample  imder  test  is  10.0 
micrograms  of  neomycin  per  milliliter; 
the  concentrations  of  the  standard  curve 
solutions  are  6.4,  8.0,  10.0,  12.5,  15.6  mi¬ 
crograms  of  neomycin  per  milliliter;  and 
the  suspension  of  the  test  organism. 
Staphylococcus  aureus  (ATCC  6538P) ,  is 
adjusted  so  that  a  1:19  dilution  will  give 
25  percent  light  transmission  and  the 
usual  inoculum  for  each  100  milliliters  of 
agar  for  the  seed  layer  is  0.2  milliliter  of 
the  adjusted  suspension. 

If  it  is  packaged  for  dispensing,  its  con¬ 
tent  of  neomycin  is  not  less  than  90  per¬ 
cent  smd  not  more  than  120  percent  of 
the  number  of  milligrams  of  neomycin 
that  it  is  represented  to  contain. 

(2)  Sterility.  Using  500  milligrams 
from  each  container  tested,  proceed  as 
greeted  in  §  141a.2  of  this  chiq)ter,  ex¬ 
cept  that  neither  penicillinase  nor  the 
control  tube  is  used  in  the  test  for 
bacteria. 

(3)  Pyrogens.  Proceed  as  directed  in 
§  141a.3  of  this  chapter,  using  a  test  dose 
of  1.0  milliliter  per  kilogram  of  a  solu¬ 
tion  containing  10  milligrams  of  neomy¬ 
cin  per  milliliter  in  pyrogen-free,  sterile 
U.SF.  saline  T.S. 

(4)  Toxicity.  Proceed  as  directed  in 
§  141a.4  of  this  chapter,  using  0.5  milli- 
Uter  of  a  solution  containing  200  micro¬ 
grams  of  neomycin  per  milliliter  in  ster¬ 
ile  UJ5.P.  saline  T.S. 

(5)  Moisture.  In  an  atmosphere  of 
about  10  percent  relative  humidity, 
transfer  about  100  milligrams  of  the 
finely  powdered  sample  to  a  tared  weigh¬ 
ing  bottle  equipped  with  ground-glass 
top  and  stopper.  Weigh  the  bottle  and 
place  it  in  a  vacuum  oven,  tilting  the 
stopper  on  its  side  so  that  there  is  no 
closure  during  the  drying  period.  Dry 
at  a  temperature  of  60*  C.  and- a  pres¬ 
sure  of  5  millimeters  of  mercury  or  less 
for  3  hours.  At  the  end  of  the  drying 
period,  fill  the  vacuum  oven  with  air 
dried  by  passing  it  through  a  drying 
agent  such  as  sulfuric  acid  or  silica  gel. 
Replace  the  stopper  and  place  the 
weighing  bottle  in  a  desiccator  over  a 


desieeftlbv  agent  aa  xAicMpborus  (tt>  VMmt/Umic  euM  eantoat— (c>  MUUerams  ol  neomycin  in  a  auAUble  and 
pentaxMe  or  sHlea  gel.  allow  to  cool  to  Beagemts—il'i  AlcaihtL  Use  9§  percent  iMyrmleai  water-aolubU  oa  olea^oiis 
room  temperature,  and  reweigh.  Cal-  ethyl  atoafad  (dddb9de^ree>.  atotment  base,  with  or  without  one  or 

dilate  the  percent  Ioob.  (2>  PhenaipfetlMdete  indicator.  Die-  mace  ouitable  and  harmleas  dispersants 

(t>  pil.  Proceed  ae  directed  in  aohre  1  gram  at  phenolphthalein  in  IQOr  emnUiente,  aad  i^reservatleea.  The  fol- 
1 141a.frCli)  eA  mm  chapter,  using  a  solu-  aiumten  at  alndiol.  loirina  other  drugs  imty  beeombined  with 

tion  containing  33  mUhgrame  of  neoaiiy-  (y)  AttohoHc  tothem  hgdroxide  Cabomt  neonydn  sulfate  ointmei^  in  the  tndi- 
cin  per  miumter.  OJJtn ,  Prepare  alcoholic  sodium  hy-  cated  amounts,  per  gram: 

(7)  MeaHtt.  Place  about  10  mlUi-  *-oKide  eolation  as  follows:  weigh  (i)  If  it  is  for  topksl  use: 
grams  of  the  sample  into  a  test  tube  (19  rapidly  about  5  grams  of  sodium  hy-  (o)  0.5  milligram  of  flurandrenolone* 
mlUimeten  x  150  millimeters) .  dissolve  droxide  pdlets.  dissolve  in  10  iniimiters  or 

with  1  milliliter  of  water  and  then  add  of  water,  and  add  sufficient  alcohol  to  (b)  0.25mlUigramof  flixxrometholone* 
5  mhlilitcrs  of  a  40  percent  volume  to  niake  1,000  millfllters.  Allow  the  solu-  or 

yohane  snlfurie  add  solution.  Heat  in  a  tion  to  stand  in  a  ti^itly  stoppered  bottle  (e)  6D.  10.0,  15.0,  or  25^0  milligrams 
boiling  water  bath  for  100  minutes.  Cod  protected  from  light  for  24  hours.  Then  of  hydroemtiaone  acetate;  or 
azul  dMute  to  a  vdume  of  25  milliliters  qolekly  decant  the  dear  supernatant  <d)  10.0  or  25.0  milligrams  of  hydro- 
wlth  water.  Use  a  suitable  recording  liquid  into  a  suitable  tight  container  and  corttoone:  or 

dtraviolet  vectn^hotometer  and  1-ccn-  store  protected  from  light.  Determine  (e)  5.0  milligrams  of  hydrocortamate 

5“**^  cells.  Set  the  Instrument  the  imdecylenie  add  equivalent  of  this  hydrochloride;  or 
to  100  perrant  transmission  with  an  8  sdutkm  each  time  an  assay  is  performed.  (/)  1.0,  2.5.  or  5.0  milligrams  of 

poreoit  solfurto  add  solution.  Record  (b)  Procedure.  Weigh  accurately  two .  larwinlaolone  acetate;  or 

spectrum  from  220  m^  to  300  nvi.  lOO-milhgraiB  portions  of  undecsrlenlc  (ff>  1.0  milligram  of  triamcinolone 

The  ratio  of  the  two  maximum  absorb-  acid  (KJi*.  grade)  and  place  each  Into  acetonlde;  or 

ances  Z' iihnuld  nnt  w  separate  Erlenmeyer  flasks.  Also  make  (fc)  5.0  milligrams  of  hydrocortisone 

V  I  SnOUiU  oe  not  less  UiaJl  Insn  volarhinare  RJC  « 
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tions  under  which  the  layman  can  use 
tbe  drug  safely  and  ef&caciouidy. 

(3)  Requests  for  certification:  sam¬ 
ples.  In  additicm  to  the  requirmnents  of 
'§  148.4  of  this  chapter,  each  such  request 
shall  c(mtaln: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 


dexamethasone  phosphate,  dlchlorlsone 
acetate,  fluocinolone  acetonide,  methyl- 
prednisolone  acetate,  or  triamcinolone 
acetonide,  with  or  without  one  or  more 
suitoble  and  hmmless  emollients,  per¬ 
fumes,  dispersants,  and  preservatives,  in 
a-  suitaUe  and  harmless  cream  base.  It 
contains,  in  each  gram,  3.5  milligrams  of 
neomycin  and  one  of  the  following: 

(i>  2  milligrams  of  betamethasone;  or 
(ii>  1  milligram  of  sodium  deza- 


binders,  and  with  or  without  cme  or  more 
suitable  and  harmless  fillers,  buffers, 
lubricants,  and  colorings.  Each  tablet 
contains  150  milligrams,  175  milligrams, 
or  360  milligrams  of  neomycin.  The 
mc^ture  content  is  not  more  than  10.0 
percent.  Tablets  shall  disintegrate  with¬ 
in  1  hour.  The  neomycin  sulfate  used 
conforms  to  the  standards  prescribed  by 


making  the  batch  for  potency.  pH.  and 
identity,  and,  if  the  ointment  is  for 
ophthalmic  use.  toxicity. 

(b)  The  batch  for  potency  and,  if  the 
ointment  base  is  oleaginous,  moisture. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch :  10  packages  each  con¬ 
taining  approximately  300  milligrams. 

(b)  The  batch:  A  minimum  of  5  im¬ 
mediate  containers. 

(c)  In  the  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  immediate 
container  submitted  in  accordance  with 
subparagraph  (3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Extraction.  Proceed  as  di¬ 
rected  In  §  148i.l(b)  (1)  of  this  chapter, 
except  prepare  the  sanmle  by  plachig  an 
accurately  weighed  representative  por¬ 
tion  of  the  ointment  into  a  separatory 
funnel  containing  50  milliliters  of 
peroxide-free  ether.  Shake  the  sample 
and  ether  until  homogeneous.  Add  25 
milliliters  of  O.lAf  potassium  phosphate 
buffer,  pH  8.0,  and  shake  well.  Allow  the 
layers  to  separate.  Remove  the  buffer 
layer  and  repeat  the  extraction  with  new 
portions  of  the  buffer  at  least  three  times 
and  any  additional  times  necessary  to  in¬ 
sure  complete  extraction  of  the  anti- 
Uotic.  Combine  the  extractives  and  ad¬ 
just  to  an  appropriate  volume  to  give  a 
stock  solution  of  convenient  concentra¬ 
tion.  Further  dilute  with  0.13f  potassium 
phosphate  buffer,  pH  8.0,  to  the  proper 
prescribed  reference  concentration. 

(ii)  Blending.  Proceed  as  directed  in 
§  1481.1(b)  (1) ,  except  prepare  the  sample 
for  assay  as  follows:  Transfer  an  ac¬ 
curately  weighed  sample  into  a  high¬ 
speed  glass  blender,  add  1.0  milliliter  of 
polysorbate  80  and  sufficient  O.IM  potas¬ 
sium  phosphate  buffer,  pH  8.0,  to  give  a 
stock  solution  of  convenient  concentra¬ 
tion.  Blend  3  to  5  minutes.  Further  di¬ 
lute  with  O.IM  potassium  phosphate  buf¬ 
fer,  pH  8.0,  to  the  proper  prescribed  ref¬ 
erence  concentration.  The  c<xitent  of 
ne(»nycin  is  satisfactory  if  it  is  not  less 
than  90  percent  and  not  more  than  135 
percent  of  the  number  of  milligrams  of 
neomycin  that  it  is  represented  to  con¬ 
tain. 

(2)  Moisture.  If  the  ointment  has  an 
oleaginous  base,  proceed  as  directed  in 
5 141a.8(b)  of  this  chapter. 

§  I48i.4  Neomycin  sulfate-betametha¬ 
sone  cream;  neomycin  sulfate- 
sodium  dexamethasone  phosphate 
cream;  neomycin  sulfate-dichlori- 
sone  acetate  cream;  necmiycin  sul- 
fate-fluocinolone  acetonide  cream; 
neomycin  sulfate-methylpredniso- 
lone  acetate  cream;  neomycin  sulfate- 
triamcinolone  acetonide  cream. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength, 
Tsality,  and  purity.  The  dnig  is  neo- 
hiycin  sulfate  and  either  betamethasone. 


methasone  phosphate;  or 

(iii)  2.5  milligrams  of  dichlorisone 
acetate;  or 

(iv)  0.25  milligram  of  fiuocinolone 
acetonide;  or 

(v)  2.5  milligrams,  5  milligrams,  or  10 
mMligrams  of  methylprednis<^one  ace¬ 
tate;  or 

(Vi)  1  milligram  oi  triamcinolone  ace¬ 
tonide. 

The  neomycin  sulfate  used  conforms  to 
the  standards  prescribed  by  S  148i.l(a) 
(1)  (i) ,  (vi) ,  and  (vii) .  Each  other  sub¬ 
stance  used,  if  its  name  is  recognized  in 
the  U.S.P.  cw*  N  J.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  pre¬ 
scribed  by  §  148.3  of  this  cheater.  Its 
expiration  date  is  12  months. 

(3)  Requests  for  certification:  sam¬ 
ples.  In  addition  to  the  requiremwts  of 
§  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  pH,  and 
identity. 

(b)  The  batch  for  potency. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  batch:  A  minimum  of  five 
immediate  containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  f(H*  each  immediate 
container  or  package  in  the  samples 
submitted  in  accordance  with  subpara- 
grs^h  (3>  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay:  po¬ 
tency.  Proceed  as  directed  in  §  148L1 
(b)(1).  except  pr^are  the  sample  for 
assay  as  follows:  Transfer  an  accurately 
weighed  rQ>resentative  portion  into  a 
high-speed  glass  blender.  Add  1.0  milli¬ 
liter  of  polysorbate  80  and  sufficient 
O.IM  potassium  phosphate  buffer,  pH 
8.0,  to  give  a  stock  solutiem  of  convenient 
concentrati(»i  and  blend  3  to  5  minutes. 
Further  dilute  with  O.IM  potassium 
phosphate  buffer.  pH  8.0,  to  the  proper 
prescribed  reference  concentration.  Its 
neomycin  content  is  satisfactory  if  it  is 
not  less  than  90  percent  nor  more  than 
135  percent  of  the  number  of  milligrams 
of  neomycin  that  it  is  represented  to 
contain. 

§  148i.5  Neomycin  sulfate  tablets. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Neomsrein  sulfate  tablets 
are  tablets  composed  of  neomycin  sulfate 
with  one  or  more  suitable  and  harmless 


§  1481.1(a)(1)  (i),  (iv),  (V),  (vi).  and 
(vii) .  Each  other  substance  used,  if  its 
name  is  recognized  in  the  UHP.  or  NP., 
conforms  to  the  standards  prescribed 
therefor  by  such  official  compendium. 

(2)  Labeling.  It  idiall  be  labeled  in 
accordance  with  the  requirements  of 
§  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification:  samples. 
In  addition  to  the  requirements  of  9  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in  mak¬ 
ing  the  batch  for  potency,  toxicity,  mois¬ 
ture,  pH,  and  identity. 

(b)  The  batch  for  potency,  moisture, 
and  disintegration  time. 

(ii)  Samples  required: 

(a)  The  necnnycin  sulfate  used  in  mak¬ 
ing  the  batch:  10  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

(b)  The  batch: 

(1)  For  all  tests  except  disintegration 
time:  Minimum  30  tablets. 

(2)  For  disintegration  time:  Six  tab¬ 
lets. 

(c)  In  the  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $0.75  for  each  tablet  sub¬ 
mitted  in  accordance  with  subparagraph 

(3)  (ii)  (b)  (f )  of  this  paragi^h;  $3.00 
for  all  tablets  in  the  sample  submitted  in 
accordance  with  subparagraph  (3)  (ii) 
(b)  (2)  of  this  paragraph;  $4.00  for  each 
immediate  container  submitted  in  ac¬ 
cordance  with  subparagraph  (3)  (ii)  (a) 
and  (c)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  9  1481.1 
(b)(1),  except  prepare  the  sample  as 
follows:  Place  a  representative  number 
of  tablets  into  a  high-speed  glass  blender, 
add  a  sufficient  quantity  of  O.IM  potas¬ 
sium  phosphate  buffer,  pH  8.0,  to  give  a 
stock  solution  of  convenient  concentra¬ 
tion.  Blend  3  to  5  minutes.  Further 
dilute  in  O.IM  potassium  phosphate  buf¬ 
fer,  pH  8.0,  to  the  proper  prescribed 
reference  concentration.  Its  neomycin 
content  is  satisfactory  if  it  contains  not 
less  than  90  percent  and  not  more  than 
125  percent  of  the  number  of  milligrams 
of  neomycin  that  it  is  represented  to 
contain. 

(2)  Moisture.  Proceed  as  directed  in 
9  141a.5(a)  of  this  chapter. 

(3)  Disintegration  time.  Proceed  as 
directed  in  9  141a.9(c)  of  this  chapter. 

§  148L6  Neomycin  sulfate-kaolin-pectin 
oral  suspension;  neomycin  sulfate- 
kaolin-pectin- _  oral  sus¬ 

pension  (the  blank  being  filled  in 
with  the  established  name(s)  of  the 
other  active  ingredient  (s)  present  in 
accordance  with  paragraph  (a)(1) 
of  this  section). 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength,  qval- 
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ity,  and  purity.  Neomydn  sulfate- 
kaolin-pectin  oral  suspension  is  neomy¬ 
cin  sulfate,  kaolin,  and  pectin,  with  or 
without  one  or  more  suitable  and  harm¬ 
less  disperaants,  colorings,  flavorings, 
buffers,  and  preservatives,  in  an  aqueous 
vehicle.  One  or  more  of  the  following 
drugs  may  be  add^  to  neomycin  siil- 
fate-kaoUn-pectin  oral  suspension: 
Methylcellulose,  dihydroxyaluminum 
aminoacetate,  succinylsulfathiazole,  sul- 
faguanidine,  homatropine  methylbro- 
mlde,  hyoscyamine  sulfate,  atropine  sul¬ 
fate.  scopolamine  hydrobromide,  and 
phenobarbital.  Each  milliliter  contains 
7.0  milligrams  of  neomycin.  Its  pH  is 
not  less  than  4.0  and  not  more  than  6.5. 
The  neomycin  sulfate  used  conforms  to 
the  standards  prescribed  by  S  1481.1(a) 

(1)  (i) ,  (iv) ,  (vl) ,  and  (vii) .  Each  other 
substance  u;^,  if  its  name  is  rec(^mized 
in  the  n.SP.  or  N.F.,  conforms  to  the 
standards  prescribed  therefor  by  such 
offciai  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
S  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Request  for  certification;  samples. 
In  addition  to  the  requirements  of  S  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(1)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  ttie  batch  for  potency,  toxicity, 
pH,  and  Identity. 

(b)  The  batch  for  potency  and  pH. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  batch:  Minimum  of  5  imme¬ 
diate  containers. 

(c)  In  case  of  an  Initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  apiM*oximately  5  grams. 

(4)  Fees.  $4.00  tor  each  immediate 
container  submitted  in  accordance  with 
subparagraph  (3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  S  148L 
1(b)(1),  except  to  prepare  the  sample 
for  assay,  proceed  as  follows:  Dissolve 
and  dilute  an  accurately  measured  rep¬ 
resentative  portion  in  sufficient  O.IM 
potassium  phosphate  buffer,  pH  8.0,  to 
give  a  stock  solution  of  convenient  con¬ 
centration.  Further  dilute  in  O.IM 
potassium  phosphate  buffer,  pH  8.0,  to 
the  proper  prescribed  reference  concen¬ 
tration.  Its  content  of  neomycin  is  sat¬ 
isfactory  if  it  contains  not  less  than  go 
percent  and  not  more  than  125  percent 
of  the  number  of  milligrams  of  neomycin 
that  it  is  represented  to  contain. 

(2)  pH.  Proceed  as  directed  in  S  141a.- 
5(b)  of  this  chapter,  using  the  undiluted 
suspension. 

§  148i.7  Neomjcin  sulfate- _ 

nasal  suspension;  neomycin  sulfate- 

-  nasal  solution  (the 

blanks  being  filled  in  with  the  estab¬ 
lished  name(s)  of  the  other  active 
ingredient  (s)  present  in  accordance 
with  paragraph  (a)(1)  of  this  sec¬ 
tion). 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength. 


quality,  and  purity.  The  drug  is  a  sus¬ 
pension  or  solution  containing,  in  each 
milliliter,  3.5  milligrams  of  neomycin 
and  the  following  other  active  ingred¬ 
ients,  in  a  suitable  and  harmless  vehicle: 

(i)  5.0  milligrams  or  15.0  milligrams 
of  hydrocortisone  acetate  and  2.5  milli¬ 
grams  of  phenylephrine  hydrocholoride; 
or 

(ii)  0.5  milligram  or  1.0  milligram  of 
prednisolone  acetate  and  2.5  milligrams 
of  phenylephrine  hydrochloride;  or 

(iii)  0.1  milligram  of  fludrocortisone, 
2.5  milligrams  of  phenylephrine  hydro¬ 
chloride,  and  7.5  milligrams  of  phenyl¬ 
propanolamine  hydrochloride;  or 

(iv)  1.0  milligram  of  hydrocortisone, 
2.5  milligrams  of  phenylephrine  hydro¬ 
chloride,  and  7.5  milligrams  of  phenyl¬ 
propanolamine  hydrochloride;  or 

(V)  1.04  milligrams  of  sodium  predni¬ 
solone  phosphate,  2.5  milligrams  of 
phenylephrine  hydrochloride,  and  7.5 
milligrams  of  phenylpropanolamine  hy¬ 
drochloride;  or 

(vi)  0.5  milligram  of  prednisolone  tri¬ 
methylacetate  and  0.5  milligram  of 
xylometazoline  hydrochloride. 

It  may  also  contain  one  or  more  suitable 
and  harmless  buffers,  colorings,  dispers¬ 
ants,  flavorings,  and  preservatives.  Its 
pH  is  not  less  than  5.5  and  not  more 
than  6.5,  except  that  if  it  is  the  drug 
described  in  subdivision  (iv)  of  this  sub- 
paragraph,  its  pH  is  not  less  than  2.8 
nor  more  than  6.5.  The  neomycin  sul¬ 
fate  used  conforms  to  the  standards  pre¬ 
scribed  by  51481.1(a)(1)  (1),  (iv),  (vl), 
and  (vii) .  Each  other  substance  used,  if 
its  name  is  recognized  in  the  U.SP.  or 
NJP.,  conf(Hins  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
5  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Request  for  certification;  samples. 
In  addition  to  the  requirements  of  §  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in  mak¬ 
ing  the  batch  for  potency,  toxicity,  pH, 
and  identity. 

(b)  The  batch  for  potency  and  pH. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  batch:  A  minimum  of  5  im¬ 
mediate  containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  immediate 
container  submitted  in  accordance  with 
subparagraph  (3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  §  148i.- 
1(b)  (1),  except  dilute  volumetrically  an 
accurately  measured  representative  por¬ 
tion  in  sufficient  O.IM  potassium  phos¬ 
phate  buffer,  pH  8.0,  to  give  a  stock 
solution  of  convenient  concentration. 
Further  dilute  with  O.IM  potassium  phos¬ 
phate  buffer,  pH  8.0,  to  the  proper  pre¬ 
scribed  reference  concentration.  Its  con¬ 


tent  of  neomycin  is  satisfactory  if  it  con¬ 
tains  not  less  than  90  percent  and  not 
more  than  130  percent  of  the  number  of 
milligrams  of  necnnycin  that  it  is  repre¬ 
sented  to  contain. 

(2)  pH.  Proceed  as  directed  in  §  141a.- 
5(b)  of  this  chapter,  using  the  imdiluted 
sample. 

§  148L8  Neomycin  sulfate-sodium  pro- 
pimiate  otic  solution;  neomycin  sul- 
f  ate-sodium  proprionate-prednisolone 
achate  otic  solution. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
sodium  propionate  otic  solution  is  a  solu¬ 
tion  containing,  iii~each  milliliter,  3.5 
milligrams  of  neomycin  and  50  milli¬ 
grams  of  sodium  propionate,  in  a  suitable 
and  harmless  vehicle.  Neomycin  sulfate- 
sodium  propionate-prednisolone  acetate 
otic  solution  is  a  solution  containing,  in 
each  milliliter,  3.5  milligrams  of  neomy¬ 
cin,  50  milligrams  of  sodium  propionate, 
and  5  milligrams  of  prednisolone  ace¬ 
tate,  in  a  suitable  and  harmless  vehicle. 
The  preparations  may  also  contain  suit¬ 
able  and  harmless  dispersants,  buffers, 
perfumes,  and  preservatives.  They  are 
sterile.  Their  pH  is  not  less  than  5.5 
and  not  more  than  7.0.  The  neomycin 
sulfate  used  conforms  to  the  standards 
prescribed  by  §  148i.(a) (1) (i),  (vi),  and 
(vU).  Each  other  substance  used,  if  its 
name  is  recognized  in  the  n.S.P.  or  N.F., 
conforms  to  the  standards  prescribed 
therefor  by  such  official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
5  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
5  148.4  of  this  chapter,  each  such  request 
shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in  mak¬ 
ing  the  batch  for  potency,  pH,  and  iden¬ 
tity. 

(b)  The  batch  for  potency,  sterility, 
and  pH. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milligrams. 

(b)  The  batch: 

(1)  For  all  tests  except  sterility:  A 
minimum  of  five  immediate  containers. 

(2)  For  sterility  testing:  10  immedi¬ 
ate  containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  sample  sub¬ 
mitted  in  accordance  with  subparagraph 

(3)  (ii)  (o) ,  (b)  (i) ,  and  (c)  of  this  para¬ 
graph;  $10.00  for  all  containers  in  the 
sample  submitted  in  accordance  with 
subparagraph  (3)  (ii)  (b)  (2)  of  this 
paragraph. 

(b)  Tests  and  methods  of  assay — (D 
Potency.  Proceed  as  directed  in  §  148i.l 
(b)  (1) ,  except  dilute  an  accurately  meas¬ 
ured  representative  portion  in  sufficient 
O.IM  potassium  phosphate  buffer,  pH 
8.0,  to  give  a  stock  solution  of  convenient 
concentration.  Further  dilute  an  aliquot 
with  O.IM  potassium  phosphate  buffer, 
pH  8.0,  to  the  proper  prescribed  reference 
concentration.  Its  content  of  neomycin 
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is  satisfactory  if  it  contains  not  less  than 
90  percent  and  not  more  than  125  per¬ 
cent  of  the  number  of  milligrams  of  neo¬ 
mycin  that  it  is  represented  to  contain. 

(2)  Sterility.  Using  0.25  milliliter 
from  each  container,  proceed  as  directed 
in  9 141a.2  of  this  chapter,  except  that 
neither  penicillinase  nor  the  control  tube 
is  used  in  the  test  for  bacteria. 

(3)  pH.  Proceed  as  directed  in 
9 141a.5(b)  of  this  chapter,  using  either 
the  undiluted  sample  or,  if  the  drug  con¬ 
tains  less  than  10  percent  water,  a  1:1 
dilution  of  the  sample  with  distilled 
water. 

§  148i.9  Neomycin  sulfate- - 

ophthalmic  suspensicm;  neomycin 
sulfate- _ ophthalmic  solu¬ 

tion  (the  hlaidLS  being  filled  in  with 
the  established  name(s)  of  the  other 
active  ingredient(s)  present  in  ac¬ 
cordance  with  paragraph  (a)(1)  of 
this  section). 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength,  qual¬ 
ity.  and  purity.  The  drug  is  a  suspen¬ 
sion  or  a  solution  containing,  in  each 
milliliter,  3.5  milligrams  of  neomycin  and 
the  following  other  active  ingredients  in 
a  suitable  and  harmless  vehicle: 

(1)  15  milligrams  of  cortisone  acetate; 
or 

(U)  5  milligrams  or  25  milligrams  of 
hydrocortisone  acetate;  or 

(iii)  2  milligrams  of  prednisolone  and 
1.2  milligrams  of  phenylephrine  hydro¬ 
chloride;  or 

(iv)  1  milligram  or  2  milligrams  of 
prednisolone;  or 

(v)  1  milligram  of  sodium  dexa- 
methasone  phosphate. 

It  may  also  contain  one  or  more  suit¬ 
able  and  harmless  buffers,  dli^persants, 
and  preservatives.  It  is  sterile.  Its  pH 
is  not  less  than  6.0  and  not  more  than 
8.0.  The  neomycin  sulfate  used  con¬ 
forms  to  the  standards  prescribed  by 
9 148i.l(a) (1)  (i),  (iv),  (vi),  and  (vii). 
Each  other  substance  used,  if  its  name 
recognized  in  the  U.S.P.  or  NJ.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official,  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
§  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Request  for  certification;  samples. 
In  addition  to  the  requirements  of 
9 148.4  of  this  chapter,  each  such  request 
shall  contain: 

(1)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  and  Identity. 

(b)  The  batch  for  potency,  sterility, 
and  pH. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  containers,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  batch: 

(f)  For  all  tests  except  sterility:  A 
minimum  of  5  immediate  containers. 

(2)  For  sterility  testing:  10  immediate 
containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
m  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 
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(4)  Fees.  $4.00  for  each  container 
submitted  in  accordance  with  subpara¬ 
graph  (3)(ii)  (a).  (b)(i).  and  (c)  of 
this  paragriq;>h;  $10.00  for  all  containers 
submitted  in  accordance  with  subpara¬ 
graph  (3)  (ii)  (b)  (2)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  direct^  in  9  1481.8 
(b)(1).  Its  neomycin  content  is  satis¬ 
factory  if  it  contains  not  less  than  90 
percent  and  not  more  than  "  *^0  percent 
of  the  number  of  milligrams  of  neomycin 
that  it  is  represented  to  contain. 

(2)  Sterility.  Proceed  as  directed  in 
9  141a.2  of  this  chapter,  using  0.25  milli¬ 
liter  from  each  container,  except  that 
neither  penicillinase  nor  the  control  tube 
is  used  in  the  test  for  bacteria. 

(3)  pH.  Proceed  as  directed  in 
9  141a.5(b)  of  this  chapter,  using  the 
imdiluted  sample. 

§  148i.l0  Neomycin  sulfate- _ 

lotion  (the  blank  being  filled  in  with 
the  established  name(s)  of  the  other 
active  ingredient(s)  present  in  ac¬ 
cordance  with  paragraph  (a)(1)  of 
this  section). 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength, 
quality,  and  purity.  The  drug  is  a  sus¬ 
pension  containing.  In  each  milliliter, 
3.5  milligrams  of  neomycin  and  the  fol¬ 
lowing  other  active  ingredients  in  a  suit¬ 
able  and  harmless  vehicle: 

(1)  10  milligrams  of  diperodon  hydro¬ 
chloride  and  7.5  milligrams  of  aluminum 
dihydroxy  allantoinate;  or 

(ii)  5  milligrams  or  10  milligrams  of 
hydrocortisone  acetate;  or 

(iii)  5  milligrams,  10  milligrams,  or 
20  milligrams  of  hydrocortisone;  or 

(iv)  1  milligram,  2.5  milligrams,  or  5 
milligrams  of  prednisolone  acetate;  or 

(v)  5.0  milligrams  of  sodium  predni¬ 
solone  phosphate. 

It  may  also  contain  one  or  more  suitable 
and  harmless  dispersants,  emollients, 
and  preservatives.  The  neomycin  sulfate 
used  conforms  to  the  standards  pre¬ 
scribed  by  9  148i.l(a)(l)  (i),  (vi),  and 
(vii) .  Each  other  substance  used,  if  its 
name  is  recognized  in  the  UJ3P.  or  NP., 
conforms  to  the  standards  prescribed 
therefor  by  such  official  compendium. 

(2)  Labeling.  If  it  contains  a  corti¬ 
costeroid,  it  shall  be  labeled  in  accord¬ 
ance  with  the  requirements  prescribed  by 
9  148.3  of  this  chapter  and  its  expiration 
date  is  12  months.  If  it  does  not  con¬ 
tain  a  corticosteroid,  each  package  shall 
bear,  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(i)  On  the  label  of  the  immediate  con¬ 
tainer  and  on  the  outside  wrapper  or  con¬ 
tainer,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which  the 
batch  was  certified. 

(ii)  On  the  label  of  the  immediate  con¬ 
tainer  or  other  labeling  attached  to  or 
within  the  package,  adequate  directions 
imder  which  the  layman  can  use  the  drug 
safely  and  efficaciously. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
9  148.4  of  this  chapter,  each  such  request 
shall  contain:. 


(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  pH,  and 
identity. 

(b)  The  batch  for  potency. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  batch:  A  minimum  of  five  Im¬ 
mediate  containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  container 
submitted  in  accordance  with  subpara¬ 
graph  (3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay;  po¬ 
tency.  Proceed  as  directed  in  9  148i.l (b) 
(1) ,  except  prepare  the  sample  for  assay 
as  follows:  Place  an  accurately  measured 
representative  portion  into  a  high-speed 
glass  blender  with  sufficient  O.IM  potas¬ 
sium  phosphate  buffer,  pH  8,  to  give  a 
stock  solution  of  convenient  concentra¬ 
tion.  Blend  3  to  5  minutes.  Make 
further  dilutions  with  O.IM  potassium 
phosphate  buffer,  pH  8,  to  the  proper 
prescribed  reference  concentration.  Its 
content  of  neomycin  is  satisfactory  if  it 
is  not  less  than  90  percent  and  not  more 
than  130  percent  of  the  number  of  milli¬ 
grams  of  neomycin  that  it  is  represented 
to  contain. 

§  148i.ll  Netmiycin  sulf ate-thihexinol 
methyibrfHuide-polycarliophil  tablets. 

Neomycin  sulfate-thlhexinol  methyl- 
bromlde-polycarbophil  tablets  conform 
to  all  requirements  and  are  subject  to  all 
procedures  prescribed  by  9  148i.5  for  neo¬ 
mycin  sulfate  tablets,  except  that: 

(a)  Each  tablet  contains  150  milli¬ 
grams  of  neomycin,  15  milligrams  of  thi- 
hexinol  metl^lbromide,  and  400  milli¬ 
grams  of  polycarbophil. 

(b)  The  tablets  shall  disintegrate 
within  1  hour. 

§  148i.l2  Neomycin  sulfate-hydrocorti¬ 
sone  acetate  suppositories. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
hydrocortisone  acetate  suppositories 
contain,  in  each  suppository,  10.5  milli¬ 
grams  of  neomycin  and  15  milligrams  of 
hydrocortisone  acetate,  in  a  suitable  and 
harmless  base,  with  one  or  more  suitable 
and  harmless  surfactants,  emollients, 
protectants,  binders,  and  fillers.  The 
moisture  content  is  not  more  than  2.5 
percent.  The  neomycin  sulfate  used  con¬ 
forms  to  the  standards  prescribed  by 
9  148i.l (a)(1)  (i),  (V),  (vi),  and  (vii). 
Each  other  substance  used,  if  its  name  is 
recognized  in  the  UJ3P.  or  NP.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
9  148.3  of  this  chapter.  The  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
§  148.4  of  this  chapter,  each  such  request 
shall  contain: 

(i)  Results  of  tests  and  assa3rs  on: 
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(a)  The  ne<»nycln  sulfate  used  in 
making  the  batch  for  potency,  moisture, 
pH,  and  identity. 

(b)  The  batch  for  potency  and  mois¬ 
ture. 

(ii)  Samples  reauired: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  i^proximately  300  milli¬ 
grams. 

(b)  The  batch:  A  minimum  of  30 
suppositories. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $0.75  for  each  suppository 
in  the  sample  submitted  in  accordance 
with  subparagraph  (3)  (ii)  (b)  of  this 
paragraph;  $4.00  for  each  package  in 
the  sample  submitted  in  accordance  with 
subparagraph  (3)  (ii)  (a)  and  (c)  of  this 
paragri^h. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  S  148i.l 
(b)(1)  of  this  chapter,  except  prepare 
the  sample  by  blending  a  representative 
number  of  suppositories  in  a  high-speed 
glass  blender  with  1.0  milliliter  of  poly- 
sorbate  80  and  sufficient  O.lAf  potassium 
phosphate  buffer,  pH  8.0,  to  give  a  stock 
solution  of  convenient  concentration. 
Further  dilute  in  O.lilf  potassium  phos¬ 
phate  buffer,  pH  8.0,  to  the  proper  pre¬ 
scribed  reference  concentration.  The 
content  of  neomycin  is  satisfactory  if  it 
contains  not  less  than  90  percent  and 
not  more  than  130  percent  of  the  number 
of  milligrams  of  neomycin  that  it  is  rep¬ 
resented  to  contain. 

(2)  Moisture.  Proceed  as  directed  in 

9  141a.8(b)  of  this  chiq)ter. 

§  148i.l3  [Reserved] 

§  148i.l4  Neomycin  sulfate-triamcino¬ 
lone  acetonide  topical  aerosol;  neo¬ 
mycin  sulfate-dexamethasone  topical 
aerosol. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength,  qual¬ 
ity.  and  purity.  The  drug  is  neomycin 
sulfate  and  triamcinolone  acetonide  or 
dexamethasone,  packaged  in  a  pressur¬ 
ized  container  with  a  suitable  and  harm¬ 
less  vehicle  and  inert  propellants.  It 
contains,  in  each  container,  the  follow¬ 
ing: 

(1)  26.25  milligrams  of  neomycin  and 
7.5  milligrams  of  triamcinolone  ace¬ 
tonide;  or 

(ii)  52.5  milligrams  of  necxnycin  and 
15  milligrams  of  triamcinolone  acetonide; 
or 

(ill)  35  milligrams  of  neomycin  and 

10  milligrams  of  dexamethasone. 

It  may  contain  one  or  more  suitable  and 
harmless  emollients,  dispersants,  and 
preservatives.  The  neomycin  sulfate 
used  conforms  to  the  standards  pre¬ 
scribed  by  9  148i.l(a)  (1)  (i),  (vi),  and 
(vii).  Each  other  ingredient  used,  if  its 
name  is  recognized  in  the  U.SP.  or  NF*., 
conforms  to  the  standards  prescribed 
therefor  by  such  official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
9  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 


9  148.4  of  this  chapter,  each  such  request 
shall  ccmtain: 

(i)  Results  of  tests  and  assay  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  pH,  and 
identity. 

(b)  The  batch  for  potency. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  300  milligrams. 

(b)  The  batch:  A  minimium  of  5  im¬ 
mediate  containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  immediate 
container  or  package  submitted  in  ac¬ 
cordance  with  subparagraph  (3)(ii)  of 
this  paragraph. 

(b)  Tests  and  methods  of  assay;  po¬ 
tency.  Proceed  as  directed  in  9  148i.l 
(b)(1),  except  prepare  the  sample  for 
assay  as  follows:  Spray  the  entire  con¬ 
tents  of  the  well-shaken  sample  into  a 
suitable  tared  beaker.  Place  in  a  vaccum 
desiccator,  evacuate,  and  allow  to  stand 
at  room  temperature  for  16  to  18  hours. 
After  the  gas  has  volatilized,  accurateh^ 
weigh  the  beaker  and  contents,  and  de¬ 
termine  the  weight  of  the  material  in  the 
beaker.  Prepare  the  material  for  assay 
by  either  of  the  following  methods: 

(1)  Blend  an  accurately  weighed  rep¬ 
resentative  portion  for  3  to  5  minutes 
in  a  high-speed  glass  blender,  with  1.0 
milliliter  of  polysorbate  80  and  sufficient 
O.lilf  potassium  phosphate  buffer,  pH  8.0, 
to  give  a  stock  solution  of  convenient 
concentration.  Further  dilute  with 
O.lilf  potassium  phosphate  buffer,  pH 
8.0,  to  the  proper  prescribed  reference 
concentration. 

(2)  Quantitatively  transfer  either  an 
accurately  weighed  portion  of  the  con¬ 
tents,  or  the  entire  contents,  from  the 
beaker  into  a  suitable  volumetric  fiask  to 
give  a  stock  solution  of  convenient  con¬ 
centration.  Dilute  to  volume  with  O.IM 
potassium  phosphate  buffer,  pH  8.0. 
Further  dilute  with  O.lilf  potassium 
phosphate  buffer,  pH  8.0,  to  the  proper 
prescribed  reference  concentration. 

The  content  of  neomycin  is  satisfactory 
if  it  is  not  less  than  90  percent  and  not 
more  than  130  percent  of  the  number 
of  milligrams  of  neomycin  that  it  is  rep¬ 
resented  to  contain. 

§  148i.l5  Neomycin  sulfate-polymyxin 

B  sulfate- - ophthalmic 

suspension;  neomycin  sulfate-poly¬ 
myxin  B  sulfate- _  oph¬ 

thalmic  solution  (the  blanks  being 
filled  in  with  the  established  name(s) 
of  the  other  active  ingredient  (s) 
present  in  accordance  with  para¬ 
graph  (a)(1)  of  this  section). 

(a)  Requirements  for  certification — 
(1)  Sta-ndards  of  identity,  strength,  qual¬ 
ity.  and  purity.  The  drug  is  a  solution 
or  suspension  in  a  suitable  and  harmless 
aqueous  vehicle  containing,  in  each  milli¬ 
liter,  neomycin  sulfate,  polymsrxin  B  sul¬ 
fate,  and  other  active  ingredients  in  the 
following  amounts : 

(i)  3.5  milligrams  of  neomycin,  16,250 
units  of  polymyxin  B,  and  1.25  milli¬ 


grams  of  phenylephrine  hydrochloride; 
or 

(U)  3.5  milligrams  of  neomycin,  16,250 
units  of  polsrmsrxin  B,  and  either  5  milli¬ 
grams  or  15  milligrams  of  hydrocortisone 
acetate;  or 

(iii)  5  milligrams  of  neomycin,  20,000 
tmits  of  polsrmyxin  B,  and  1.25  milli¬ 
grams  of  phenylephrine  hydrochloride; 
or 

(iv)  5  milligrams  of  neomycin,  15,000 
units  of  polsrmyxin  B,  and  2.5  milligrams 
of  hydrocortisone. 

It  may  contain  one  or  more  suitable  and 
harmless  irrigants,  dispersants,  buffers, 
and  preservatives.  It  is  sterile.  Its  pH 
is  not  less  than  5.0  and  not  more  than  7.0. 
The  neomycin  sulfate  used  conforms  to 
the  standards  prescribed  by  9  148i.l(a) 
(1)  (i),  (iv),  (Vi),  and  (vll).  The  poly¬ 
myxin  B  sulfate  used  conforms  to  the 
standards  prescribed  by  9  148p.l(a)  (1) 

(1) ,  (iv),  (vi),  (vii),  and  (ix)  of  this 
chapter.  Each  other  substance  used,  if 
its  name  is  recognized  in  the  UB.P.  or 
NF.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  compen¬ 
dium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
9  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  samples. 
In  addition  to  the  requirements  of  §  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(1)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  and  identity. 

(b)  The  polimiyxin  B  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  residue  on  ignition,  and  identity. 

(c)  The  batch  for  neomycin  content, 
polimlyxin  content,  sterility,  and  pH. 

(ii)  Samples  required: 

(a)  The  neomycin  '  sulfate  used  in 
making  the  batch:  10  packages,  each 
containng  approximately  300  milli¬ 
grams. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(c)  The  batch  for: 

(2)  All  tests  except  sterility:  A  mini¬ 
mum  of  6  immediate  containers. 

(2)  For  sterility  testing:  10  immediate 
containers. 

id)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  immediate 
container  or  package  in  the  samples  sub¬ 
mitted  in  accordance  with  subpara¬ 
graphs  (3' (ii)  (o),  (b),  and  id)  of  this 
paragraph;  $5.00  for  each  immediate 
container  submitted  in  accordance  with 
subparagraph  (3)  (ii)  ic)  il)  of  this  para¬ 
graph;  $10.00  for  all  immediate  con¬ 
tainers  in  the  sample  submitted  in  ac¬ 
cordance  with  subparagraph  (3)(ii)(c) 

(2)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  §  148i.l(b)  (1)  except 
prepare  the  sample  as  follows:  Remove 
an  accurately  measured  representative 
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portion  of  the  sample  with  a  suitable 
syringe,  place  into  an  apprc^rlate  volu¬ 
metric  flask  to  yield  a  convenient  stock 
solution.  Dilute  to  volume  with  O.IAT 
potassium  phosphate  buffer,  pH  8.0. 
Further  dilute  with  O.IM  potassium 
phosphate  buffer,  pH  8.0,  to  the  proper 
prescribed  reference  concentration.  Its 
content  (ff  neomycin  is  satisfactory  if  it 
is  not  less  than  90  percent  and  not  more 
than  125  percent  of  the  number  of  milli¬ 
grams  of  neomycin  that  it  is  represented 
to  contain. 

(ii)  Polymyxin  content.  Remove  an 
accurately  measured  representative  por¬ 
tion  with  a  suitable  syringe,  dilute  to 
a  convenient  concentration  with  10  per¬ 
cent  potajssium  phosphate  buffer,  pH 
6.0.  Further  dilute  to  a  concentration 
of  10  units  of  polymyxin  per  milliliter 
with  10  percent  potassium  phosphate 
buffer,  pH  6.0,  and  proceed  as  diluted 
in  §  148p.l(b)  (1)  of  this  chapter,  except 
add  to  each  concentration  of  the  poly¬ 
myxin  standard  curve  a  quantity  of  neo¬ 
mycin  to  yield  the  same  concentration 
of  neomycin  as  that  present  when  the 
sample  is  diluted  to  contain  10  units  of 
polymyxin  per  milliliter.  Its  content  of 
polymyxin  is  satisfactory  if  it  is  not 
less  than  90  percent  and  not  more  them 
125  percent  of  the  number  of  units  of 
polymyxin  that  it  is  represented  to  con¬ 
tain. 

(2)  Sterility.  Use  0.25  milliliter  from 
each  container  tested,  emd  proceed  eis 
directed  in  i  141a.2  of  this  chapter,  ex¬ 
cept  that  neither  penicillinase  nor  a  con¬ 
trol  tube  is  used  in  the  test  for  bacteria. 

(3)  pH.  Proceed  as  directed 
in  §  141a.5G>)  of  this  chapter,  using  the 
undiluted  sample. 

§  1481.16  Neomycin  sulfate*  polymyxin 
B  sulfate  ointment. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Neomycin  sulfate- 
polym3rxin  B  sulfate  ointment  is  an  c^t- 
ment  containing,  in  each  gram,  3.5  milli¬ 
grams  of  neomycin  and  5,000  units  of 
polymyxin  B  with  suitable  and  harmless 
emollients,  dispersants,  and  preserva¬ 
tives  in  a  suitable  and  harmless  water- 
miscible  base.  The  neomycin  sulfate 
used  conforms  to  the  standards  pre¬ 
scribed  by  5  148i.l(a)(l)  (i),  (vi),  and 
(vii).  The  polymyxin  B  sulfate  used 
conforms  to  the  standards  prescribed  by 
§148p.l(a)(l)  (i),  (Vi),  (vii),  and  (ix) 
of  this  chapter.  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.SP.  or  NJ.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  ofiBcial 
compendium. 

(2)  Labeling.  Each  package  shall  bear 
on  its  label  or  labeling,  as  hereinafter 
indicated,  the  following: 

(i)  On  the  label  of  the  immediate  con¬ 
tainer  and  on  the  outside  wrapper  or 
container,  if  any : 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certifled. 

(ii)  On  the  label  of  the  immediate 
container  or  other  labeling  attsM;hed  to 
or  within  the  package,  adequate  direc- 
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tions  imder  which  the  lasrman  can  use 
the  drug  s^ely  and  efficaciously. 

(3)  Requests  for  certification:  sam¬ 
ples.  In  addition  to  the  requirements  of 

9  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain: 

(1)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  bach  for  potency,  pH,  and 
identity. 

(b)  The  pol3nn3rxin  B  sulfate  used  in 
making  the  batch  for  potency,  pH,  resi¬ 
due  on  ignition,  and  identity. 

(c)  The  batch  for  neomycin  content 
and  polymsrxin  content. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(5)  The  poljrmyxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(c)  The  batch:  A  minium  of  6  im¬ 
mediate  containers. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  package  in 
the  samples  submitted  in  accordance 
with  subparagraph  (3)  (ii)  (a) ,  (b) ,  and 

(d)  of  this  paragraph;  $5.00  for  each  im¬ 
mediate  container  submitted  in  accord¬ 
ance  with  subparagraph  (3)  (ii)  (c)  of 
this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (1)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  9  1481.3 (b) (1) (ii). 
Its  content  of  neoxnycin  is  satisfactory 
if  it  is  not  less  than  90  percent  and  not 
more  than  125  percent  of  the  number  of 
milligrams  of  neomycin  that  it  is  rep¬ 
resented  to  contain. 

(ii)  Polymyxin  content.  Proceed  as 
directed  in  9  148p.3(b)  (1)  of  this  chap¬ 
ter,  except  add  to  each  concentration  of 
the  polymyxin  standard  curve  a  quantity 
of  neomycin  to  yield  the  same  concentra¬ 
tion  of  neomycin  as  that  present  when 
the  sample  Is  diluted  to  contain  10  units 
of  polymyxin  per  milliliter.  Its  content 
of  polymyxin  is  satisfactory  if  it  is  not 
less  than  90  percent  and  not  more  than 
125  percent  of  the  number  of  units  of 
polymyxin  that  it  is  represented  to 
contain. 

§  1481.17  [Reserved] 

§  1481.18  Neomycin  sulfate -polymyxin 
B  snlfatediydrocortisone  otic  suspen¬ 
sion;  neomycin  salfate-polymyxin  B 
sulfate-hydrocortisone-sodium  hepa¬ 
rin  otic  suspension. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Neomycin  sulfate-poly¬ 
myxin  B  sulfate-hydrocortisone  otic 
suspension  is  a  suspension  containhig, 
in  each  milliliter,  3.5  milligrams  of  neo¬ 
mycin,  10,000  units  of  polymyxin  B,  and 

10  milligrams  of  hydrocortisone,  in  a 
suitable  and  harmless  vehicle.  Neomy¬ 
cin  sulfate-polymyxin  B  sulfate-hydro¬ 
cortisone-sodium  heparin  otic  suspension 
is  a  suspension  containing,  ^  each  mil¬ 
liliter,  20  milligrams  of  neomycin,  100,000 
units  of  polymyxin  B,  5  milligrams  of 
hydrocortisone,  and  2,000  units  of  sodium 
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heparin,  in  a  suitable  and  harmless  vehi¬ 
cle.  The  preparations  may  also  contain 
one  or  more  suitable  and  harmless  buf¬ 
fers,  dispersants,  and  preservatives. 
They  are  sterile.  If  the  vehicle  is 
aqueous,  the  pH  is  not  less  than  5.5  and 
not  more  than  8.5.  If  the  vehicle  is 
nonaqueous,  the  moisture  content  is  not 
more  than  1.0  percent.  The  neomycin 
sulfate  used  conforms  to  the  standards 
prescribed  by  9  148i.l(a) (1)  (i),  (vi), 
and  (vii).  The  polymyxin  B  sulfate 
used  conforms  to  the  standards  pre¬ 
scribed  by  §  148p.l(a)  (1) ,  (i) ,  (vi) ,  (vii) , 
and  (ix)  of  this  chapter.  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  U.S.P.  or  N.P.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
§  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requir«nents 
of  §  148.4  of  this  chapter,  each  such 
request  shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  pH,  and 
identity. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batch  for  potency.  pH,  resi¬ 
due  on  ignition,  and  identity. 

(c)  The  batch,  for  neomycin  cmitent; 
polymyxin  contait;  sterility;  and  either 
pH  (if  aqueous  vehicle),  or  moisture  (if 
nonaqueous  vehicle) . 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
(xmtainlng  300  milligrams. 

(b)  The  pohmiyxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(c)  The  batch: 

(1)  For  all  tests  except  stadlity:  A 
minimum  of  six  immediate  containers. 

(2)  For  sterility  testing:  10  immediate 
containers. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
hi  making  the  batch:  One  package  of 
ea(^  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  package  in 
the  samples  submitted  in  accordance 
with  subparagraph  (3)  (ii)  (a),  (b),  and 

(d)  of  this  pcu'agraph;  $5.00  for  each  im¬ 
mediate  container  submitted  in  accmtl- 
ance  with  subparagraph  (3)  (ii)  (c)  (1) 
of  this  paragraph;  $10.00  for  all  immedi¬ 
ate  ccmtainers  in  the  sample  submitted 
in  accordance  with  subparagraph  (3)  (ii) 

(c)  (2)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  9  148i.8(b)  (1),  ex¬ 
cept  that  if  the  v^cle  is  nonaqueous 
prepare  the  sample  for  assay  as  follows: 
Transfer  an  accurately  measured  repre¬ 
sentative  portion  to  a  high-speed  glass 
blender.  Add  1.0  milliliter  of  polysor- 
bate  80  and  sufficient  O.lif  potassium 
I^osphate  buffer,  pH  8.0,  to  give  a  stock 
s(^tion  of  convenient  concentration. 
Blend  3  to  5  minutes.  Further  dilute 
with  O.IM  potassium  phosphate  buffer, 
pH  8.0,  to  the  proper  prescribed  refer¬ 
ence  conceneration.  The  content  of  neo- 
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mydn  Is  satisfactory  if  It  Is  not  less  than 
90  percent  and  not  more  than  125  per¬ 
cent  of  the  number  of  milligrams  of  neo¬ 
mycin  that  it  is  represented  to  contain. 

(ii)  Polymyxin  content.  Proceed  as 
directed  in  8  148p.l(b)  (1)  of  this  chap¬ 
ter.  exc^t: 

ia)  Prepare  the  sample  for  assay  by 
either  of  the  following  methods: 

(1)  If  the  vehicle  is  aqueous,  dissolve 
and  dilute  with  10  percent  potassium 
phosphate  buffer,  pH  6.0,  to  the  refer¬ 
ence  concentration  of  10  units  of  poly¬ 
myxin  per  milliliter;  or 

(2)  If  the  vdiicle  is  nonaqueous, 
transfer  an  accurately  measured  repre¬ 
sentative  portion  to  a  high-q>eed  glass 
blender.  Add  1.0  milliliter  of  polysor- 
baAe  80  and  sufficient  10  percent  potas¬ 
sium  phosphate  buffer,  pH  6.0,  to  give 
a  stock  solution  of  convenient  concen¬ 
tration.  Blend  3  to  5  minutes.  Fur¬ 
ther  dilute  with  10  percent  potassium 
phosphate  buffer,  pH  6.0,  to  a  reference 
C(mcentration  of  10  units  of  polymyxin 
per  milliliter;  and 

(b)  Add  to  each  concentration  of  the 
pohrmyxin  standard  curve  a  quantity  of 
neomycin  to  yield  the  same  concentra¬ 
tion  of  necMnycin  as  that  present  when 
the  sample  is  diluted  to  contain  10  units 
of  pdymsrxin  per  milliliter. 

Its  content  of  polymsrxin  is  satisfactory 
if  it  is  not  less  than  90  percent  and  not 
more  than  125  percent  of  the  number 
of  units  of  polymyxin  that  it  is  r^re- 
sented  to  contain. 

(2)  pH.  If  its  vehicle  is  aqueous,  pro¬ 
ceed  as  directed  in  8  141a.5(b)  of  this 
chapter,  using  the  undiluted  sample. 

(3)  Moisture.  If  its  vehicle  is  non¬ 
aqueous,  proceed  as  directed  in  8  141a.8 

(b)  of  this  chapter. 

(4)  SteriUty.  Using  0.25  milliliter 
from  each  container  tested,  proceed  as 
directed  in  8  141a.2  of  this  chapter,  ex¬ 
cept  that  neither  penicillinase  nor  the 
control  tube  is  used  in  the  test  for 
bacteria. 

§  14Si.l9  Neomycin  sulfate-polymyxin 
B  sulfate-acetarsone  vaginal  supposi¬ 
tories. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
polymyxin  B  sulfate-acetarsone  vagiml 
suppositories  are  suppositories  composed 
of  neomycin  sulfate,  polymyxin  B  sul¬ 
fate,  and  acetarsone,  with  one  or  more 
suitable  and  harmless  binders,  lubri¬ 
cants,  and  dispersants  in  a  suitable  and 
harmless  base.  Each  suppository  con¬ 
tains  3.5  milligrams  of  neomycin.  20,000 
units  of  pol3nnyxin  B,  and  250  milli¬ 
grams  of  acetarsone.  Its  moisture  con¬ 
tent  is  not  more  than  3.0  percent.  The 
neomycin  sulfate  used  conforms  to  the 
standards  prescribed  by  8  148i.l(a)  (1) 
(i),  (v),  (vi),  and  (vii).  The  polsrmyxin 
B  sulfate  used  conforms  to  the  standards 
prescribed  by  8  148p.l(a)  (1)  (i),  (v), 
(vi),  (vii).  and  (ix)  of  this  chapter. 
Each  other  substance  used,  if  its  name 
is  recognized  in  the  U.SP.  or  NP.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 


8  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Request  for  certification;  sam- 
pies.  In  addition  to  the  requirements  of 
8  148.4  of  this  chiqjter,  each  such  request 
shall  contain; 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 

making  the  batch  for  potency,  moisture. 
pH,  and  identity. 

(Z>)  The  polymyxin  B  sulfate  used 
in  making  the  batch  for  potency,  mois¬ 
ture,  pH,  residue  on  ignition,  and 
identity. 

(c)  The  batch  for  neomycin  content, 
pol3nnyxin  cont^t,  and  moisture. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  polymsrxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(c)  The  batch:  A  mlnlmiun  of  30 
suppositories. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  Qne  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  package  in 
the  samples  sulmiitted  in  accordance 
with  subparagr{q>h  (3)(ii)  (a),  (b).  and 

(d)  of  this  paragraph;  $1.00  for  each 
suppository  submitted  in  accordance 
with  subparagraph  (3)(ii)(c)  of  this 
paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  8  148Ll(b)  (1) ,  except 
prepare  the  sample  for  assay  as  foUows: 
Place  a  representative  number  of  sup¬ 
positories  into  a  high-speed  glass  blender 
with  1.0  milliliter  of  polysorbate  80  and 
sufficient  O.lJff  potassium  phosphate 
buffer,  pH  8.0,  to  give  a  stock  solution  of 
convenient  concentration.  Blend  3  to 
5  minutes.  Further  dilute  with  O.IM 
potassium  phosphate  buffer,  pH  8.0,  to 
the  proper  prescribed  reference  concen¬ 
tration.  The  content  of  neomycin  is 
satisfactory  if  it  contains  not  less  than 
90  percent  and  not  more  than  130  per- 
(^ent  of  the  number  of  milligrams  of 
neomycin  that  it  is  represented  to  con¬ 
tain. 

(ii)  Polymyxin  content.  Proceed  as 
directed  in  8  148p.l(b)(l)  of  this  chap¬ 
ter,  except  add  to  each  concentration  of 
the  polymyxin  standard  curve  a  quantity 
of  neomycin  to  yield  the  same  concentra¬ 
tion  of  neomycin  as  that  present  when 
the  sample  is  diluted  to  contain  10  imits 
of  polsnnsrxin  per  milliliter,  and  prepare 
the  sample  for  assay  as  follows:  Blend  a 
representative  number  of  suppositories 
in  a  high-speed  glass  blender,  with  1.0 
milliliter  of  polysorbate  80  and  sufficient 
10  percent  potassium  phosphate  buffer, 
pH  6.0,  to  give  a  stock  solution  of  con¬ 
venient  concentration.  Further  dilute 
with  10  percent  potassiiun  phosphate 
buffer.  pH  6.0,  to  the  reference  (X)ncen- 
tration  of  10  units  of  polsnnyxin  per 
milliliter.  Its  content  of  polsrmyxin  is 
satisfactory  if  it  contains  not  less  than 
90  percent  and  not  more  than  130  per¬ 
cent  of  the  number  of  units  of  poljrms^n 
that  it  is  represented  to  contain. 


(2)  Moisture.  Proceed  as  directed  in 
8  141a.8(b)  of  this  chapter. 

§  148i.20  Neomycin  sulfate -polymyxin 
B  sulfate-gramicidin  ophthalmic  so¬ 
lution. 

(a)  Requirements  for  certification— 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
polymsrxin  B  sulfate-gramicidin  oph¬ 
thalmic  solution  is  a  solution  contain¬ 
ing,  in  each  milliliter,  1.75  milligrams  of 
neomycin,  5,000  units  of  polsonyxin  B, 
and  0.025  milligram  of  gramicidin,  and 
with  one  or  more  suitable  and  harmless 
buffers,  dispersants,  and  preservatives  in 
a  suitable  and  harmless  isotonic  aqueous 
vehicle.  It  is  sterile.  Its  pH  is  not  less 
than  4.7  and  not  more  than  6.0.  The 
neomycin  sulfate  used  conforms  to  the 
standards  prescribed  by  8  148i.l(a)  (l) 
(i) ,  (iv) ,  (vi) ,  and  (vii) .  The  polymyxin 
B  sulfate  used  conforms  to  the  stand¬ 
ards  prescribed  by  8  148p.l(a)  (1)  (i), 
(iv) ,  (vi) ,  (vii) ,  and  (ix)  of  this  chapter. 
The  gramicidin  used  conforms  to  the 
standards  prescribed  by  8  148f.l(a)  (1) 
(i),  (ii),  (iv),  (V),  and  (vi)  of  this  chap¬ 
ter.  Each  other  substance  used,  if  its 
name  is  recognized  in  the  UBP.  or  N.P., 
conforms  to  the  standards  prescribed 
therefor  by  such  official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
ac(M>rdance  with  the  requirements  of 
8  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Request  for  certification;  samples. 
In  addition  to  the  requirements  of 
8  148.4  of  this  chapter,  each  such  request 
shall  contain: 

(1)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  and  identity. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  residue  on  ignition,  and  identity. 

(c)  The  gramicidin  used  in  making 
the  batch  for  potency,  toxicity,  residue 
on  ignition,  melting  point,  crystallinity, 
and  identity. 

(d)  T^e  batch  for  neomycin  content, 
pol3rmyxin  content,  gramicidin  content, 
sterility,  and  pH. 

(ii)  Samples  required: 

(o)  The  neomycin  sulfate  used  in  mak¬ 
ing  the  batch:  10  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

(b)  The  polymsrxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milligrams. 

(c)  The  gramicidin  used  in  making  the 
batch:  10  packages,  each  containing 
approximately  500  milligrams. 

(d)  The  batch: 

(f)  For  all  tests  except  sterility:  A 
minimum  of  7  immediate  containers. 

(2)  For  sterility  testing:  10  immediate 
containers. 

(c)  In  case  of  an  initial  request  for 
(certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  granw- 

(4)  Fees.  $4.00  for  each  package  in 
the  samples  submitted  in  accordance 
with  subparagraph  (3)  (ii)  (a) ,  (b) ,  (c) , 
and  (e)  of  this  paragraph;  $6.00  for  each 
immediate  container  submitted  in  ac¬ 
cordance  with  subparagraph  (3)(ii)(o> 
(1)  of  this  paragraph;  $10.00  for  all  im* 
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mediate  containers  in  the  sample  sub« 
mitted  In  accordance  with  subparacn^aph 
(3)  (II)  (d)  (2)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (I)  Neomycin  content.  "Pro^ 
ce^  as  directed  In  S  1481.1  (b)  (1) .  except 
prepare  the  sample  as  follows:  Remove 
an  accurately  measured  portion  and 
dilute  with  OJM  potassium  phosphate 
buffer,  pH  8.0,  to  the  proper  prescribed 
reference  concentration.  The  neomycin 
content  is  satisfactory  If  It  is  not  less 
than  90  percent  and  not  more  than  130 
percent  of  the  number  of  milligrams  of 
neomycin  that  it  Is  represented  to 
contain. 

(li)  Polymyxin  content.  Remove  an 
accurately  measured  portion  and  dilute 
with  10  percent  potassium  phosphate 
buffer,  pH  6.0,  to  a  reference  concentra¬ 
tion  of  10  units  of  pol3nn3rxin  per  milli¬ 
liter.  Proceed  as  directed  in  §  148p.l(b) 

(1)  of  this  chapter,  except  add  to  each 
concentration  of  the  pohr^xin  standard 
curve  a  quantity  of  neomycin  to  yield  the 
same  concentration  of  neomycin  as  that 
present  when  the  ssunple  is  diluted  to 
contain  10  units  of  polsrmyxin  per  milli- 
Uter.  If  thiraerosal  is  an  ingredient  ad¬ 
just  the  seed  layer  medium  to  contain 
300  milligrams  of  thioglycollic  acid  per 
liter.  The  polymsrxin  content  is  satis¬ 
factory  if  it  is  not  less  than  90  percent 
and  not  more  than  130  percent  of  the 
number  of  units  of  polymyxin  that  it  is 
represented  to  contain. 

(iii)  Gramicidin  content.  Proceed  as 
directed  in  §  148f.l(b)<l)  of  this  chap¬ 
ter,  except  to  prepare  ttie  sample  for 
assay  remove  a  representative  sample 
with  a  suitable  syringe,  place  into  an  ap¬ 
propriate  volumetric  flask,  and  dilute 
with  95  percent  alcohol  to  give  a  stock 
solution  of  convenient  concentration. 
Make  proper  estimated  dilutions  in  95 
percent  alcohol  to  the  reference  concen¬ 
tration.  The  gramicidin  content  Is 
satisfactory  if  it  contains  not  less  than  90 
percent  and  not  more  than  130  percent  (rf 
the  number  of  milligrams  of  gramicidin 
that  it  is  represented  to  contain. 

(2)  Sterility.  Use  0.25  millUlter  from 
each  immediate  container  and  proceed 
as  directed  in  §  141a.2  of  this  chapter, 
except  that  neither  penicillinase  nor  the 
control  tube  is  used  In  the  test  for 
bacteria. 

(3)  pH.  Proceed  as  directed  in 
S  141a.5  (b)  of  this  chapter,  using  the 
undiluted  sample. 

§  1481.21  Neomycin  sulfate-polymyxin 
B  sulfato-gramicidin-hydroctH^isone- 
nydroxyamphetamine  hydrobromide- 
phenylephrine  hydrochloride  nasal 
solution. 

Requirements  for  certification — 
yi)  Standards  of  identity,  strength,  qual- 
ny,  and  purity.  Neomycin  sulfate-poly- 
*uyxin  B  sulfate-gramicidin-hydrocortl- 
wne-hydroxyamphetamine  hydrobro- 
™de-phenylephrine  hydrochloride  nasal 
^  ®  solution  containing,  in  each 
u^liter,  0.6  milligram  of  nemnycin, 

units  of  polymyxin  B,  0.06  milli¬ 
gram  of  gramicidin.  0.2  milligram  of  hy- 
®  0  DailUgrams  of  hydroxy- 
^Phetamine  hydrobromide,  and  1.25 
^iilgr^  of  phenylephrine  hydrochlo- 
we.  It  contains  one  or  more  suitable 
Q  harmless  buffers,  dispersants,  nd 
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preservatives  in  an  aqueous  vehicle.  The 
pH  is  not  less  than  5.0  and  not  more  than 
6.0.  The  neomycin  sulfate  used  con¬ 
forms  to  the  standards  prescribed  by 
§  148i.l(a)(l)  (i),  (iv),  (vi),  and  (vii). 
The  polymyxin  B  sulfate  used  ccHiforms 
to  the  standards  prescribed  by  §  148p.l 

(a)(1)  (i),  (iv),  (vi),  (vii),  and  (ix)  of 
this  chapter.  The  gramicidin  used  con¬ 
forms  to  the  standards  prescribed  by 
§  148f.l(a)(l)  (I),  (il),  (Iv),  (V),  and 
(vi)  of. this  chapter.  Each  other  sub¬ 
stance  used,  if  its  name  is  recognized  in 
the  n.S J*.  or  N  J*.,  cmiforms  to  the  stand¬ 
ards  prescribed  hy  such  official  compen¬ 
dium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
§  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Request  for  certification;  samples. 
In  addition  to  the  requirements  of  §  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  and  identity. 

(b)  The  polsrmyxin  B  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH.  residue  on  ignition,  and  identity. 

(c)  The  gramicidin  used  in  making  the 
batch  for  potency,  toxicity,  crystallinity, 
residue  on  ignition,  melting  point,  and 
identity. 

id)  The  batch  for  neomycin  content, 
gramicidin  content,  and  pH. 

(ii)  Samples  required: 

id)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milligrams. 

ib)  The  polym3rxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each  con¬ 
taining  approximately  300  milligrams. 

(c)  The  gramicidin  used  in  making  the 
batch:  10  packages,  each  containing  ap¬ 
proximately  500  milligrams. 

id)  The  batch:  A  minimum  of  7  im¬ 
mediate  containers. 

ie)  In  case  of  an  initial  request  for 
certification,  each  other  Ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  aproximately  5  grams. 

(4)  Fees.  $4.00  for  each  package  in 
the  samples  submitted  in  accordance  with 
subparagraph  (3) (ii)  (o),  ib),  ic),  and 
ie)  of  this  paragraph;  $6.00  for  each  im¬ 
mediate  container  submitted  in  accord¬ 
ance  with  subpctragrai^  (3)(ii)(d)  of 
this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  9  1481.20(b)  (1)  (1) . 
Its  content  of  neomycin  is  satisfactory  if 
it  Is  not  less  than  90  percent  and  not 
more  than  125  percent  of  the  niunber  of 
milligrams  of  neomycin  that  it  is  repre¬ 
sented  to  contain. 

(ii)  Polymyxin  content.  Proceed  as 
directed  In  §  148i.20(b)  (1)  (ii) .  Its  con¬ 
tent  of  polymyxin  is  satisfactory  if  it  is 
not  less  than  90  percent  and  not  more 
than  140  percent  of  the  number  of  units 
of  poljnnyxin  that  it  is  represented  to 
contain. 

(iii)  Gramicidin  content.  Proceed  £us 
directed  in  9  1481.20(b)  (1)  (iii) .  Its  con- 

.  tent  of  gramicidin  is  satisfactory  if  it  is 
not  less  than  90  percent  and  not  more 
than  125  percent  of  the  munber  of  milli- 
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grams  of  gramicidin  that  it  Is  represented 
to  contain. 

(2)  pH.  Proceed  as  directed  In 
9  141a.5(b)  of  this  chapter,  using  the  un¬ 
diluted  sample. 

§  148i.23  Neomycin  sulfate-gramicidia- 

_ <q»hthalimc  solution; 

neomycin  sulfate -  gramieidin- 

_ ophthalmic  suspension^ 

(the  blanks  being  filled  in  with  the* 
established  name(8)  of  the  other  ac¬ 
tive  ingredient  (s)  present  in  accord¬ 
ance  with  paragraph  (a)(1)  of  this 
section) . 

(a)  Requirements  for  certification — 

( 1 )  Standards  of  identity,  strength,  qtud- 
ity,  and  purity.  The  drug  is  a  solution 
or  suspension  in  a  suitable  and  harmless 
aqueous  vehicle  containing,  in  each  mil¬ 
liliter,  the  following: 

(1)  0.66  milligram  of  neomycin,  0.05 
milligram  of  gramicidin,  1.25  milligrams 
of  phenylephrine  hydrodiloride,  and  1.25 
milligrams  of  thonzylamine  hydrochlo¬ 
ride;  or 

(ii)  2.5  milligrams  of  neomycin,  0.025 
milligram  of  gramicidin,  and  1  milligram 
of  fludrocortisone  acetate;  or 

(iii)  2.5  milligrams  of  neomycin,  0.025 
milligram  of  gramicidin,  and  1.14  milli¬ 
grams  of  fludrocortisone  hemisuccinate. 

It  may  also  contain  suitable  and  harmless 
buffers,  dispersants,  irrigants,  and  pre¬ 
servatives.  It  is  sterile.  Its  pH  is  not 
less  than  5.0  nor  more  than  7.5.  The 
neomycin  sulfate  used  conforms  to  the 
standards  prescribed  by  9  148i.l(a)  (1) 
(1),  (tv),  (vl),  and  (vii).  The  grami¬ 
cidin  used  conforms  to  the  standards  pre¬ 
scribed  by  9  148f. 1(a)(1)  (1),  (H),  (iv), 
and  (vi)  of  this  chapter.  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  U.S.P.  or  NJF*.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(2)  Labeling.  It  shall  be  labeled  hi 
accordance  with  the  requirements  of 
9  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  samples. 
In  addition  to  the  requirements  of  9  148.4 
of  this  chapter,  each  such  request  shall 
contain; 

(1)  Results  of  tests  and  assays  on: 

(o)  The  neomycin  sulfate  used  In 
making  the  batch  for  potency,  toxicity, 
pH,  and  identity. 

ib)  The  gramicidin  used  in  making 
the  batch  for  potency,  toxicity,  crystal¬ 
linity,  residue  on  ignition,  melting  point, 
and  identity. 

(c)  The  batch  for  neomycin  content, 
gramicidin  content,  sterility,  and  pH. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in  mak¬ 
ing  the  batch:  10  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

ib)  The  gramicidin  used  in  making  the 
batch:  10  packages,  each  containing  ap¬ 
proximately  500  milligrams. 

ic)  The  batch: 

il)  For  all  tests  except  sterility:  A 
minimum  of  6  immediate  containers. 

(2)  For  sterility  testing:  10  immediate 
containers. 

id)  In  case  of  an  initial  request  for 
certiflcation,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 
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1.0  percent.  The  neomycin  sulfate  used 
conforms  to  the  standards  prescribed  by 
jl48i.l(a)(l)  (i),  (v),  (vi),  and  (vU), 
and  in  addition  if  it  is  use^  in  the  prep* 
aration  of  an  (H>hthalmic  ointment,  par¬ 
agraph  (a)  (1)  (iv)  of  that  section.  The 
gramicidin  used  conforms  to  the  stand¬ 
ards  prescribed  by  5  148f.l(a)  (1)  (i), 
(lii) ,  (iv) ,  (V) ,  and  (vi)  of  this  chapter, 
and  in  addition  if  it  is  used  in  the  prep¬ 
aration  of  an  ophthalmic  ointment, 
paragraph  (a)(l)(ii)  of  that  section. 
Each  other  substance  used,  if  its  name 
is  recognized  in  the  U.SP.  or  N P.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  offlcisJ  compendium. 

(2)  Labeling.  If  it  contedns  a  steroid 
or  it  is  intended  for  ophthalmic  use,  it 
ffhftii  be  labeled  in  accordance  with  the 
requirements  of  S  148.3  of  this  chapter, 
and  its  expiration  date  is  12  months.  If 
it  does  not  contain  a  steroid  or  it  is 
not  intended  for  ophthalmic  use,  each 
package  shall  bear  on  its  label  or  label¬ 
ing,  as  hereinafter  indicated,  the  follow¬ 
ing: 

(i)  On  the  label  of  the  immediate  con¬ 
tainer  and  on  the  outside  wrapper  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  inunedlate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  under  which  the  layman  can  use 
the  drug  safely  and  efficaciously. 

(3)  Requests  for  certification;  samples. 
In  addition  to  the  requirements  of  S  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  moisture, 
pH,  and  identity,  and  in  addition,  if  it 
is  used  in  the  preparation  of  an  ophthsd- 
mlc  ointment,  for  toxicity. 

(b)  The  gramicidin  used  in  making 
the  batch  for  potency,  moisture,  residue 
on  Ignition,  melting  point,  crystallinity, 
and  identity,  and  in  addition,  if  it  is  used 
in  the  preparation  of  an  ophthalmic  oint¬ 
ment,  for  toxicity. 

(c)  The  batch  for  neomycin  content, 
gramicidin  content,  and  moisture. 

(ID  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  gramicidin  used  in  making 
the  batch:  10  packages,  each  containing 
approximately  500  miligrams. 

(c)  The  batch:  A  minimiim  ©f  six  im¬ 
mediate  containers. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  tised 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  package  in 
the  samples  submitted  in  accordance 
^th  subparagraph  (3)  (ii)  (o),  (b),  and 

(d)  of  this  paragraph;  $5.00  for  each 
“hmediate  container  submitted  in  ac¬ 
cordance  with  subparagraph  (3)  (U)  (c) 
Of  this  paragraph. 
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'  (b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  §  148i.3(b)  (1).  Its 
content  of  neomycin  is  satisfactory  if  it 
is  not  less  than  90  percent  and  not  more 
thah  140  percent  of  the  number  of  milli¬ 
grams  of  neomycin  that  it  is  represented 
to  contain. 

(ii)  Gramicidin  content.  Proceed  as 
directed  in  §  148f.l(b)  (1)  of  this  chapter, 
except  prepare  the  sample  for  assay  by 
the  following  method:  Place  an  accu¬ 
rately  weighed  representative  portion 
into  a  separatory  fumi^.  Dissolve  the 
ointment  in  50  milliliters  of  n-liexane. 
Extract  this  solution  with  four  50-milli¬ 
liter  portions  of  80  percent  alcohol. 
Collect  the  extractives  in  a  250-mlllillter 
volumetric  flask,  bring  to  volume  with 
80  percent  alcohol,  and  mix  well.  From 
this  stock  solution,  dilute  an  aliquot  with 
95  percent  alcohol  to  reference  concen¬ 
tration. 

Its  content  of  gramicidin  is  sati^actory 
if  it  is  not  less  than  90  percent  and  not 
more  than  140  percent  of  the  number 
of  milligrams  of  gramicidin  that  it  is 
represented  to  contain. 

(2)  Moisture.  Proceed  as  directed  in 
§  141a.8(b)  of  this  chapter. 

§  1481.27  Neomycin  sulfate-gramicidin* 
triamcinolone  acetonide  cream. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
gramicidin-triamcinolone  acetonide 
cream  is  a  cream  containing  2.5  milli¬ 
grams  of  neomycin.  0.25  milligram  of 
gramicidin,  and  1.0  milligram  of  triam¬ 
cinolone  acetonide  per  gram,  with  one 
or  more  suitable  and  harmless  emolli¬ 
ents.  dispersants,  and  preservatives  in  a 
suitable  and  harmless  cream  base.  The 
neomycin  sulfate  used  conforms  to  the 
standards  prescribed  by  §  148i.l(a)  (1) 
(i),  (Vi),  and  (vii).  The  gramicidin 
used  conforms  to  the  standards  pre¬ 
scribed  by  S  148f.l (a)(1)  (1),  (iv),  (v), 
and  (vi)  of  this  chapter.  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  UJSP.  or  NF.,  shall  conform  to 
the  standards  prescribed  therefor  by 
such  official  compendium. 

(2)  Labeling.  It  shsdl  be  labeled  in 
accordance  with  the  requirements  pre¬ 
scribed  by  §  148.3  of  this  chapter.  Its 
expiration  date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
S  148.4  of  this  chapter,  each  such  request 
shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  pH,  and 
identity. 

(b)  The  gramicidin  used  in  making 
the  batch  for  potency,  residue  on  igni¬ 
tion,  melting  point,  crystallinity  and 
Identity. 

(c)  The  batch  for  neomycin  content 
and  gramicidin  content. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  gramicidin  used  in  making 
the  batch:  10  packages,  each  containing 
approximately  500  milligrams. 


(c)  The  batch:  A  minimum  of  six  im¬ 
mediate  containers. 

(d)  In  case  of  an  initial  request  for 
certiflcation,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $5.00  for  each  immediate 
container  in  the  samples  submitted  in  ac¬ 
cordance  with  subparagraph  (3)  (ii)  (c) 
of  this  paragraph;  $4.00  for  each  pack¬ 
age  in  the  samples  submitted  in  accord¬ 
ance  with  subparagraph  (3)  (ii)  (a) ,  (b) , 
and  (d)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay;  po¬ 
tency — (1)  Neomycin  content.  Proceed 
as  directed  in  §  148i.4(b)  (1).  Its  neo¬ 
mycin  content  is  satisfactory  if  it  is  not 
less  than  90  percent  and  not  more  than 
140  percent  of  the  number  of  milligrams 
of  neomycin  that  it  is  represented  to 
contain. 

(2)  Gramicidin  content.  Proceed  as 
directed  in  §  148f.l(b)(l)  of  this  chap¬ 
ter,  except  to  prepare  the  sample  for 
assay  proceed  as  follows:  Place  an  accu¬ 
rately  weighed  representative  portion 
into  a  high-speed  glass  blender  and  add 
sufficient  95  percent  alcohol  to  give  a 
stock  solution  of  convenient  concentra¬ 
tion.  Blend  3  to  5  minutes.  Make 
proper  estimated  dilutions  of  an  aliquot 
to  the  reference  concentration  with  95 
percent  alcohol.  Its  content  of  grsuni- 
cidin  is  satisfactory  if  it  is  not  less  than 
90  percent  and  not  more  than  140  per¬ 
cent  of  the  number  of  milligrams  of 
gramicidin  that  it  is  represented  to  con¬ 
tain. 

§  1481.28  [Reserved] 

§  148i.29  Neomycin  sulfate-nyslatin  tab¬ 
lets. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
nystatin  tablets  are  tablets  containing 
350  milligrams  of  neomycin  and  125,000 
units  of  nystatin  per  tablet,  with  suita¬ 
ble  and  harmless  binders,  lubricants,  and 
colorings.  The  moisture  content  is  not 
more  than  10  percent.  They  shall  dis¬ 
integrate  within  1  hour.  The  neomycin 
sulfate  used  conforms  to  the  standards 
prescribed  by  S  1481.1  (a)  (1)  (i),  (iv), 
(v) ,  (vi) ,  and  (vll) .  The  nystatin  used 
conforms  to  the  standards  prescribed  by 
§  148k.l(a)  (1)  of  this  chapter.  Each 
other  substance  used,  if  its  name  is  rec- 
(^mized  in  the  U.SF.  or  NF.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendiiun. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
§  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements 
of  §  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
moisture,  pH,  and  identity. 

(b)  The  nystatin  used  in  making  the 
batch  for  potency,  toxicity,  moisture, 
pH,  and  identity. 

(c)  The  batch  for  neomycin  content, 
nystatin  content,  moisture,  and  disinte- 
gratimi  time. 

(ii)  Samples  required: 


imt 


RULIS  AND  REGULATIONS 


PART  148b— AMPHOTERION  ride,  with  or  without  a  suitable  and 

8  148h^  An.l>.terieinB  lotion.  harmless  buffer  8ub«tancc.  It  contains 

AnphMencmiilouon.  3q  naiiugraais  of  coUstfanethate 

(a)  Requibrementt  for  eerUflcaUon —  and  2  milligrams  of  dibucalne  hydro- 
CD  Standards  of  identity,  ttrength,  quaU  chloride  or  150  milligrams  <d  colisti. 
tty,  and  parity.  Amphoteri^n  B  lotion  methate  and  8  milligrams  of  dibucaine 
te  composed  of  amphotericin  B  in  a  suit-  hydrochloride  per  rial.  It  is  sterile,  it 
able  and  harmless  lotion  vehicle.  It  con-  is  nonpyrogenic.  It  is  nontoxic.  When 
tains  suitable  and  harmless  emollients,  reconstituted  as  directed  in  the  labeling 
fgnulslflers,  coloring  agents,  diluents,  its  pH  is  not  less  than  5.5  and  not  more 
preservatives,  and  perfumes.  It  contains  than  6.5.  Its  moisture  content  is  not 
30  milligrams  of  amphotericin  B  per  more  than  9  percent  The  sodium 
milliliter.  Its  pH  is  not  less  than  5.0  and  coUstimethate  used  conforms  to  the 
not  more  than  7.0.  The  amphotericin  B  standards  prescribed  by  fi  148c.4(a)  (l) 
used  conforms  to  the  standards  pre-  (i),  (v),  (vi),  (vli),  (vUi),  and  (ix). 
scribed  by  §  148b.l(a)  (1)  (i).  (ii),  (v).  Each  other  substance  used,  if  its  name  is 

(▼i) ,  and  (vli) .  Each  other  substance  recognized  in  the  U.S.P.  or  the  NJ'.,  con- 
used,  if  its  name  is  recognized  in  the  forms  to  the  standards  prescribed  there- 
UJSP.  or  NP.,  conforms  to  the  standards  for  by  such  official  ctMupendium. 
prescribed  therefor  by  such  offirial  com-  (2)  Labeling.  It  diall  be  lateled  in 
pendium.  accordance  with  the  requirements  of 

.  (2)  Labeling.  It  shall  be  labeled  in  f  148.3  of  this  chapter.  Its  expiration 
accordance  with  the  requirements  of  date  is  12  months. 

S  148.3  of  this  chapter.  Its  expiration  (3)  Request  for  eeriULcation.  In  ad- 
date  is  12  months.  dition  to  the  requirements  of  §  148.4  of 

(3)  Request  for  certification.  In  ad-  this  chapter,  each  such  request  shall 
dition  to  the  requirements  of  8  148.4  of  contain: 

this  chapter,  each  such  request  shall  (i)  Results  of  tests  and  assays  on: 
contain:  (a)  The  sodium  colistimethate  iised  in 

(i)  Results  of  tests  and  assays  on:  making  the  batch  for  potency,  histamine, 

(a)  The  amphotericin  B  used  in  mak-  pH,  moisture,  heavy  metals,  and  identity! 

ing  the  batch  for  potency,  amphotericin  (b)  The  batch  for  potency,  sterility, 
A  content,  pH,  residue  on  ignition,  and  toxicity,  pyrogens,  moisture,  and  pH. 
identity.  (ii)  Samples  required: 

(b)  The  batch  for  potency  and  pH.  (a)  The  sodium  coUstimethate  used 

(ii)  Samples  required:  in  making  the  batch:  10  containers,  each 

(a)  The  amphotericin  B  used  in  mak-  containing  approximately  500  milUgrams. 
Ing  the  batch:  10  packages,  each  con-  (b)  Tbebatdi: 

tabling  not  less  than  500  milligrams.  (I)  For  all  tests  except  steriUty:  A 

(b)  The  batch:  A  minimum  of  5  im-  minimum  of  10  immediate  containers, 

mediate  containers.  (2)  For  steriUty  testing:  10  immediate 

(c)  In  case  of  an  initial  request  for  containers. 

certification,  each  other  ingredient  used  (c)  In  case  of  an  initial  request  for 
in  making  the  batch:  One  package  of  certification,  each  other  ingredient  used 
each  consisting  of  5  grams.  in  making  the  batch:  One  package  of 

(4)  Fees.  $4.00  for  each  package  or  each  ccmtaining  approximately  5  grains. 

Immediate  container  submitted  in  ac-  (4)  Fees.  $5.00  for  each  container 
cordance  with  subparagraph  (3)  (ii)  of  submitted  in  acccndanoe  with  subpara- 
thls paragraph.  graph  (3)(U)<b)(l)  of  this  paragraph; 

(b)  Tests  and  methods  of  assay — (1)  $4.00  for  each  container  submitted  in  ac- 

Potency.  Transfer  a  2-mniiliter  aliquot,  cordance  with  subparagraph  (3)  (ii)  (a) 
accurately  measured,  into  a  250-milliUter  »nd  (c)  of  this  paragraph;  $10.00  for  all 
volumetric  flask.  Dissolve  in  98  milU-  containers  submitted  in  accordance  with 
mere  ot  lUmethyl  ailloxl^  ^  sh^e  for  Mbparagraph  (3)  <U)  (b)  (2)  of  this  para- 
10  minutes  on  a  mechanical  shaker. 

Dilute  an  aliquot  with  dimethyl  giilfoTidp  .  .  .a*,  j  j 

to  a  concentration  of  20  micrograms  of  9*^ 

amphotericin  B  per  milliUter.  Further  Potency.  Proceed  as  directed  in  §  148c.- 
rtiiiite  axi  aUquot  in  02M  potassium  phos-  8(b)  (1) ,  after  suspending  the  drug  as  di- 
pTiftte  buffer,  pH  10.5,  to  a  concentration  rected  in  the  labeling  and  removing  the 
of  1  microgram  of  amidiotericin  B  per  entire  contents  of  each  vial  with  a  syringe 


ANTIBIOTIC  DRUGS;  TESTS  AND 
METHODS  OF  ASSAY  AND  CERTI¬ 
FICATION 

Miscellaneous  Amendments 

The  Commissioner  of  Food  and  Drugs 
has  evaluated  the  views  and  comments 
received  in  response  to  the  notices  of  pro¬ 
posed  rule-making  published  in  the 
Fxdiral  Rbgisixr  of  May  11  and  May  15, 

1963  (28  FR.  4769,  4846),  and  has  con¬ 
cluded  that  the  following  regulations 
should  issue  for  the  certification  of  cer¬ 
tain  antibiotic  drugs  subject  to  the  Drug 
Amendments  of  1962  (76  Stat.  785-787; 

Public  Law  87-781) .  Therefore,  pursu-  PART  148c — COLISTIN  "(iV  Toxictty  Procc 

ant  to  the  provisions  of  the  Federal  Food,  j.  i.  .  ^  t 

Drug,  and  Cosmetic  Act  (sec.  507.  59  Stat.  §  18«c.5  Sodium  colMtimethmie  for  m-  118^0^4) 

463  as  amended;  21  US.C.  357),  and  iramuscuUr  u»e.  (5)  Wowture.  Prw 

under  the  authority  delegated  to  him  by  (a)  Requirements  for  certification —  » 
the  Secretary  of  Health,  Education,  and  (1)  Standards  of  identity,  strength,  qual-  P"-  Proceed 

Welfare  (21  CFR  2.90;  29  PR.  471), Title  tty,  and  purity.  Sodium  coUstimethate  8  181a.6(b)  of  this  cl 
21  is  amended  by  adding  thereto  the  new  for  intramuscular  use  is  a  dry  mixture  of  solution  prepared  as 
sections  set  forth  below:  this  antibiotic  and  dibucaine  hydrochlo-  labeUng. 
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PART  1481— NEOMYCIN  SULFATE 

§  148i.32  Neoin7ciii  palmitate. 

(a)  ReQuiremenU  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  palmi* 
tate  is  the  palmitate  salt  of  a  kind. of 
neomycin  or  a  mixture  of  two  or  more 
such  salts.  It  is  so  purified  and  dried 
that: 

(1)  It  has  a  potency  of  not  less  than 
180  micrograms  of  neomycin  per  milli¬ 
gram. 

(ii)  Its  moisture  content  is  not  more 
than  5  percent. 

(iii)  The  pH  of  a  solution  containing 
50  milligrams  per  milliliter  in  80  percent 
methyl  alcohol  is  not  less  than  6.5  and 


in  1  milliliter  of  water,  and  add  5  milli¬ 
liters  of  40  percent  sulfuric  acid  solution. 
Heat  in  a  boiling  water  bath  100  minutes. 
Allow  to  cool.  Dilute  to  a  volume  of  25 
miiiilitera  with  distilled  water.  Adjust 
a  suitable  recording  ultraviolet  spectro¬ 
photometer  to  zero  absorbance  from  220 
m/t  to  300  m/i>  using  an  8  percent  sulfuric 
acid  solution  and  1 -centimeter  cells. 
Record  the  spectrum  of  the  sample  solu¬ 
tion  between  these  wavelengths.  The 

(A278) 

ratio  of  the  two  absorbancies 

should  not  be  less  than  1.20  and  not 
more  than  1.50. 

(ii)  Palmitate,  Evaporate  to  dryness 
the  methyl  alcohol  filtrate  obtained  from 
the  procedure  described  in  subdivision 


gram  of  the  ointment,  accurately 
weighed,  in  a  high-speed  glass  blender 
with  1.0  milliliter  of  polysorbate  80  and 
99.0  milliliters  of  absolute  methyl  alco¬ 
hol.  Blend  3  to  5  minutes.  Make 
proper  estimated  dilutions  in  O.lAf  po¬ 
tassium  phosphate  buffer,  pH  8.0,  to  the 
reference  concentration.  The  nemnycin 
content  is  satisfactory  if  it  is  not  less 
than  90  percent  and  not  more  than  115 
percent  of  the  number  of  milligrams  of 
neomycin  that  it  is  represented  to  con¬ 
tain. 

<2)  Moisture.  Proceed  as  directed  in 
§  141a.8(b)  of  this  chapter. 

§  148i.34  Neomycin  sulfate -polymyxin 
B  sulfate-gramicidin-benzocaine  oint¬ 
ment. 


not  more  than  7.5. 

(iv)  It  exhibits  a  positive  identity 
test  for  neomycin  and  meets  a  specified 
melting  range  for  palmitic  acid  which 
is  derived  from  the  palmitate  salt. 

(2)  Labeling.  It  shall  be  labeled  in' 
accordance  with  the  requirements  of 
1148.3  (b)  of  this  chapter.  Its  expira¬ 
tion  date  is  12  months. 

(3)  Requests  for  certification.  In  ad¬ 
dition  to  the  requirements  of  S  148.4  of 
this  chapter,  each  such  request  shall 
contain: 

(1)  Results  of  tests  and  assays  on  the 
batch  for  potency,  moisture,  pH,  and 
identity. 

(ii)  Samples  required:  10  packages, 
each  containing  approximately  300  milli¬ 
grams. 

(4)  Fees.  $4.00  for  each  package  in 
the  samples  submitted  in  accordance 
with  subparagraph  (3)  (ii)  of  this  para¬ 
graph. 

(b)  Tests  and  methods  of  assay — 

(1)  Potency.  Proceed  as  directed  in 
S148i.l(b)(l)(i),  except  prepare  the 
sample  in  the  following  manner:  Blend 
an  accurately  weighed  sample  of  approx¬ 
imately  30  milligrams  in  19.0  milliliters  of 
metl^l  alcohol  plus  1.0  milliliter  of  poly¬ 
sorbate  80.  Use  a  high-speed  glass 
blender.  Transfer  dropwise  a  1.0  milli¬ 
liter  aliquot  into  that  volume, of  O.IM 
potassium  phosphate  buffer,  pH  8.0, 
which  will  give  a  final  (estimated)  con¬ 
centration  of  1.0  microgram  of  neomycin 
per  milliliter. 

(2)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

(3)  pH.  Proceed  as  directed  in  9  141.a- 
5(b)  of  this  chapter,  except  prepare  a 
solution  containing  50  milligrams  per 
milliliter  in  80  percent  methyl  alcohol. 

(4)  Identity — (i)  Ifeomycin.  Add  1 
gram  of  neomycin  palmitate  to  50  milli¬ 
liters  of  methyl  alcohol  in  a  . 100-milliliter 
beaker.  Stir,  and  heat  carefully  to 
about  35®  C.  to  dissolve.  After  the  neo¬ 
mycin  palmitate  is  in  solution,  carefully 
adjust  the  solution  to  pH  5.8±;0.2  by 
the  dropwise  addition  of  sulfuric  acid. 
Stir  the  solution  while  adding  the  acid. 
Allow  to  stand  one-half  hour.  Filter 
off  the  precipitate  and  wash  it  with  5-8 
milliliters  of  methyl  alcohol.  Save  the 
entire  methyl  alcohol  filtrate.  Dry  the 
precipitate  thoroughly  in  an  oven  not 
exceeding  60®  C.  After  drying,  powder 
we  material  if  necessary,  transfer  about 
10  milligrams  to  a  test  tube  (19  milli¬ 
meters  X  150  millimeters)  and  dissolve 


(i)  of  this  subparagraph.'  Dry  the  solid 
in  vacuum  for  2  hours  at  40®  C.  Deter¬ 
mine  the  melting  point  of  the  dried  ma¬ 
terial.  The  melting  point  is  not  less 
than  57.0®  C.  nor  more  than  61.0®  C. 
This  indicates  the  purity  of  palmitic  acid 
derived  from  neomycin  palmitate. 

§  148i.33  Neomycin  palmitate-hydrocor- 
tamate  hydrochloride  ointment  with 
prote<dytic  enzymes. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Nemnycin  palmi- 
tate-hydrocortamate  hydrochloride  oint¬ 
ment  with  proteolytic  enzymes  contains, 
in  each  gram,  3.5  milligrams  of  neomy¬ 
cin,  1.25  milligrams  of  hydrocortamate 
hydrochloride,  and  10,000  suitable  units 
of  proteohrtic  enzyme  activity,  in  a  suit¬ 
able  and  harmless  ointment  base.  The 
moisture  content  is  not  more  than  1.0 
percent.  The  neomycin  palmitate  used 
conforms  to  the  requirements  of  9  1481.32 

(a) (1).  Each  other  substance  used,  if 
its  name  is  recognized  in  the  UJSP.  or 
NF.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

-  (2)  Labeling.  It  shall  be  labeled  in 
accordance  with  tiie  requirements  of 
9  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification.  In  ad¬ 
dition  to  the  requirements  of  9  148.4  of 
this  chapter,  each  such  request  shsdl 
contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  nemnycin  palmitate  used  in 
making  the  batch  for  potency,  moistiire, 
pH,  and  identity. 

(b)  The  batch  for  potency  and  mois¬ 
ture. 

(ii)  Samples  required: 

(a)  The  ne<xnycin  palmitate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  batch:  A  minimnnn  of  five 
Immediate  containers. 

(c)  In  case  of  an  initial  request  for 
certificaticm,  each  other  ingreffient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  package  in 
the  samples  or  each  immediate  container 
submitted  in  accordance  with  subpara¬ 
graph  (3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  9  1481.32 

(b) (1),  except  prepare  the  sample  for 
assay  as  follows:  Place  approximate  1 


(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
polymjndn  B  sulfate-gramlcidln-benzo- 
caine  ointment  is  necxnycin  sulfate,  poly¬ 
myxin  B  sulfate,  gramicidin,  and  beso- 
calne,  with  suitable  and  harmless  pre¬ 
servatives,  in  white  petrolatum.  Each 
gram  contains  3.5  miUigrams  of  neomy¬ 
cin,  2,000  units  of  polsrmyxin  B,  0.25  mlUi-  ^ 
gram  of  gramicidin,  and  10  milligrams'^ 
of  benzocaine.  The  moisture  ccmtent  is 
not  more  than  1.0  percent.  The  neomy¬ 
cin  sulfate  used  conforms  to  the  stand¬ 
ards  prescribed  by  91481.1(a)(1)  (i), 

(v) ,  (Vi),  and  (vil).  The  polymyxin  B 
sulfate  used  confcums  to  the  standards 
prescribed  by  9  148p.l(a)  (1)  (i),  (v), 

(vi)  ,  (vli)  ,,and  (lx)  of  this  chapter.  The 
gramicidin  used  conforms  to  tli^  stand¬ 
ards  prescribed  by  9  148f.l(a)  (1)  (1), 
(ill) ,  (Iv) ,  (V) ,  and  (vl)  of  this  chapter. 
Each  other  ingredient  used,  if  its  name 
is  recognized  in  the  UJ3P.  or  N.P.,  con¬ 
forms  to  the  standards  prescribed  ^ere- 
for  by  such  official  compendium. 

(2)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(i)  On  the  label  of  the  immediate  con¬ 
tainer  and  on  the  outside  wrapper  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  Is  12 
months  after  the  month  during  which  ( 
the  batch  was  certified. 

(ii)  On  the  label  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  under  which  the  lasrman  can  use 
the  drug  safely  and  efficaciously. 

(3)  Requests  for  certification;  sam- 
pies.  In  addition  to  the  requlr^ents  of 
9  148.4  of  this  chiq>ter,  each  such  request 
shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  moisture. 
pH,  and  identity. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batoh  for  potency,  moisture, 
pH,  residue  on  ignition,  and  identity. 

(c)  The  gramicidin  used  in  making 
the  batch  for  pot^cy,  moisture,  residue 
(Ml  ignition,  melting  point,  crystallinity, 
and  Identity. 

(d)  The  batch  for  neomycin  content, 
pohmtiyxin  B  content,  gramicidin  <K>n- 
tent,  and  moisture. 
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(li)  Samites  requlT«d:  of  methlodal  sodium.  It  is  sterile.  It  is  §  148i.39  Neomrcia  aulfate.liydrocorti. 

<a)  7%e  neomycin  sulfate  used  in  fRMltOZiC.  Its  pH  is  not  lees  than  5.0  and  sone  acetate  eye-ear  dropa ;  aeomycin 

making  the  batdi:  10  packages,  each  not  more  than  if  it  contains  methio-  sulfate-predaiMlone  acetate  eye-ear 

containing  approximately  900  milli*  dal  sodium  and  not  less  than  6.0  and  not  dropa. 

**?5*Vm.  -  n  V  4  ^4  methyl-  (n)  Requirements  for  certification— 

tfdcimilne  (Batr^te.  neomj^  q)  SUmdari,  of  UenUtv. 

making  the  batch:  10  packages,  each  sulfate  used  conforms  to  the  standards  nuaUtv.  and  rmritv  Neomycin  sirifftfl,’ 
containing  approximately  300  mllll-  prescribed  by  «  148Ll(a)<l)  (1),  (v),  <yl).  hydrc^rtisoi^acetate  ^^ew  drons^^ 
grams.  and  (vll).  Ea^  other  ingredient  used,  an  aqueous  suspension  containing  in 

(c)  The  gramicidin  used  in  making  If  Its  name  Is  recognteed  In  the  UJSP.  or  each  milliliter.  3  Smilligrams  of  neom? 

the  batch:  10  padcages.  each  containing  NP..  conforms  to  the  standards  pre-  cin  and  6  tti»Ugn.TnB  or  15  millierami 

approximately  600  milligrams.  scribed  therefor  by  such  official  com-  of  hydrocortisone  acetate  NMmv^ 

(d)  The  batch:  A  minimum  of  seven  pendlum.  sulfate-prednisolone  acetate  ey^.e„ 

inunedlate  containers.  (2)  Labeling.  It  shall  be  labeled  in  drops  is  an  aqueous  suspension  contain- 

(c)  In  case  of  an  Initial  request  for  accordance  with  the  requirements  of  ing,  in  each  milliliter  3.5  milligrams  of 
certification,  each  other  ingredient  used  1 148.3  of  this  chapter.  Its  expiration  neomycin  and  2A  mluigiWs  of  prednis 
In  making  the  batch:  One  package  of  date  is  12  months.  olone  acetate.  The  vehicle  contains 

each  containing  approximately  5  grams.  (8)  Request  for  certification.  Inaddi-  one  or  more  suitable  and  harmless  buf- 
(4)  Fees.  $6U)0  for  each  immediate  tion  to  the  requirements  of  i  148.4  of  this  fers,  preservatives,  and  dispersants  it 
container  sutoiitted  in  accordance  with  chapter,  each  such  request  shall  contain:  is  sterile.  Its  pH  Is  not  less  than  5  5 
subparagraph  (3)  (U)  (d)  of  this  para-  <I)  Results  of  tests  and  assays  on:  and  not  more  than  7.5.  The  neomycin 

graph;  64.00  for  each  package  in  the  <o)  The  neomycin  sulfate  used  In  sulfate  used  conforms  to  the  standards 

samples  submitted  in  accordance  with  msiking  the  batch  for  potency,  moisture,  prescribed  by  S148tl  (a)(1)  (i)  (iv) 
subparagraph  <S)(U)  (o).  (5),  (c),  and  pH,  and  identity.  (v),  (vi),  and  (vli).  Each  other  sub- 

(e)  of  this  paragraph.  (b)  The  batch  for  potency,  sterility,  stance  used.  If  its  name  is  recognized  in 

(b)  Tests  and  Tuethods  of  assap—(l)  toxicity,  and  pH.  the  U.S.P.  or  NJ*..  conforms  to  the 

Potency — (1)  Neomycin  content.  Pro-  <ii)  Samples  required:  standards  prescribed  therefor  by  such 

oeed  as  directed  in  1 148i.3(b)(l)  (Dor  (a)  The  neomycin  sulfate  used  in  official  compendium. 

(ID.  The  content  of  nemoycln  is  satis-  making  the  batch:  10  packages,  each  (2)  Labeling.  It  be  labeled  in 

factory  if  it  is  not  less  than  90  pooent  containing  approximately  300  milligrams,  accordance  with  the  requirements  of 
and  not  more  than  120  percents  of  the  CM  The  batch:  §  148.3  of  this  chapter.  Its  expiration 

number  of  milligrams  of  neomycin  that  (f )  For  aU  tests  except  sterility:  Five  date  is  12  months, 

it  is  represented  to  contain.  immediate  containers.  (3)  Requests  f^  certification.  In  ad- 

(ii)  Polymyxin  B  content.  Proceed  as  (2)  For  sterility  testing:  10  imme-  dition  to  the  requirements  of  §  148.4  of 
directed  in  {  148i.l6(b)  (1)  (ii)  of  this  diate  containers.  this  chapter,  each  such  request  shall 

chapter.  The  content  of  polymyxin  B  is  (c)  In  case  of  an  initial  request  for  contain: 

satisfactory  if  it  is  not  less  than  90  per-  certification,  each  other  ingredient  used  (i)  Results  of  tests  and  assays  on: 
cent  and  not  more  than  120  percent  of  in  making  the  batch:  One  pcu:kage  of  (a)  The  neomycin  sulfate  used  in 
the  number  of  units  of  polymyxin  B  that  each  containing  approximately  5  grams,  making  the  batch  for  potency,  toxicity, 
it  is  represented  to  contain.  (4)  Fees.  $4-00  for  each  package  or  moisture,  pH,  and  identity. 

(ill)  Gramicidin  content.  Proceed  as  immediate  contains:  in  the  samples  sub-  (b)  The  batch  for  potency,  sterility, 
directed  in  1 148f.l  (b)  (1)  of  this  chapter,  mltted  in  accordance  with  subparagraph  and  pH. 
except  prepare  the  sample  for  assay  as  (3)  (ii)  (a)«  (b)(1),  and  (c)  of  this  para-  (ii)  Samples  required: 
follows:  Place  iqnvoximately  1  gram  of  graph;  $10.00  for  aU  immediate  con-  (a)  The  neomycin  sulfate  used  in 
the  ointment,  accurately  weighed,  into  tainers  submitted  in  accordance  with  making  the  batch :  10  packages,  each 
a  high-speed  fidass  blender.  Add  that  subparagraph  (^)  (ii)  (b)  (2)  of  this  containing  approximately  300  milli- 
quantity  of  95  percent  eOiyl  alcohol  paragraph.  grams, 

which  is  mrttiniffnt  to  give  a  stock  solu-  (1^)  Tests  and  methods  of  assay — (1)  (b)  The  batch: 

tion  of  convenient  concentration.  Blend  Potency.  Proceed  as  directed  in  §  1481.1  (i)  For  all  tests  except  sterility:  A 

3  to  5  minutes.  Make  proper  estimated  ^)  •  except  prepare  the  sample  for  minimum  of  5  immediate  containers, 

dilutions  of  an  aliquot  to  the  reference  assay  as  follows:  Transfer  1.0  milliliter  (2)  For  sterility  testing:  10  imme- 
concentratlon  with  95  percent  alcohol,  into  a  500-milliliter  volumetric  flask,  cfiate  containers. 

The  context  of  gramicidin  is  satisfactory  Dilute  to  volume  with  O.IM  potassium  (c)  In  case  of  an  initial  request  for 

if  it  is  not  less  than  90  percent  and  phosphate  buffer,  pH  8.0,  and  mix  weU.  certification,  each  other  ingredient  used 
zkot  more  than  120  percent  of  the  num-  Dilute  an  aliquot  to  the  desired  reference  in  making  the  batch:  One  package  of 
ber  of  milligrams  of  gramicidin  Uiat  it  concentration  with  O.Uf  potassium  phos-  each  containing  approximately  5  grams, 
is  represented  to  contain.  phate  buffer,  pH  8.0.  The  content  of  (4)  Fees.  $4.00  for  each  immediate 

(2)  Moisture.  Proceed  as  directed  in  neomycin  is  satisfactory  if  it  Is  not  less  container  or  package  submitted  in  ac- 
§  141a.8(b)  of  this  ^apter.  ^  percent  and  not  more  than  125  cordance  with  subparagraph  (3)  (ii)  (a), 

•  ,  l  ■  .  percent  of  the  number  of  milligrams  (b)  (1) ,  and  (c)  of  this  paragraph;  $10.00 

§  1481.35  Neomycm  sulfate  sohiuon  neomycin  that  it  is  represented  to  for  all  immediate  containers  submitted 
with  radiopaque  agent.  contain.  in  accordance  with  subparagraph  (3) 

(a)  Requirements  for  certification —  (2)  SterUity.  Proceed  as  directed  in  (11)  (b)  (2)  of  this  paragraph. 

(1)  Standards  of  identity,  strength,  §  141.2  of  this  chapter,  except  transfer  (b)  Tests  and  methods  of  assay— (D 

quality,  and  purity.  Neomycin  sulfate  aseptically  15  milliliters  from  each  im-  Potency.  Proceed  as  directed  in  §  1481.1 
solution  with  radiopaque  agent  is  neomy-  mediate  container  and  filter  the  entire  (fo)(l),  except  prepsu*e  the  sample  for 
cin  sulfate  with  either  methiodal  sodium  amount  through  a  0.45  micron  filter,  assay  as  follows:  Remove  1.0  milliliter 
or  methylglucamine  diatrizoate,  as  Neither  penicillinase  nor  the  control  tube  with  a  suitable  ssndnge,  place  into  an  ap- 
radlopaque  agents,  and  with  or  without  is  used  in  the  test  for  bacteria.  propriate-slzed  volumetric  flask  and 

one  or  more  suitable  and  harmless  anti-  ^3)  Toxicity.  Proceed  as  directed  in  dilute  to  volume  with  O.IM  potassium 
oxldante.  preeerrotlves.  buffera  and  re-  J  Wla.4  of  chapter,  except  ure  a  ph05>hate  buffer,  pH  8.0.  to  Blve  a  ^ 
omanf.  In  a  onnanno  ^cst  doso  of  0.1  milliliter  of  u  solutiou  solutiou  of  conveiilent  conccntration. 

vpWm?  mirnuir  containing  1.0  milligram  of  neomycin  Make  proper  estimated  dilutions  to  the 

v^cle.  Each  m^ter  rontalim  25.0  milliliter  in  sterile,  distilled  water,  prescribed  reference  concentration  with 
milligrams  of  neomycin.  The  content  of  (4)  Proceed  as  directed  in  O.IM  potassium  phosphate  buffer,  pH  8.0. 

the  radiopaque  agent  is,  in  each  milll-  j  I41a.5(b)  of  thi.s  chapter,  using  the  Thcvcontent  of  neomycin  is  satisfactory 

liter,  either  300  milligrams  of  methyl-  undiluted  solution.  if  it  is  not  less  than  90  percent  and  not 

glucamine  diatrizoate  or  200  milligrams  •  •  *  •  *  more  than  130  percent  of  the  number 
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of  milUgi*ams  of  neoms/^  that  It  is  rep¬ 
resented  to  contain. 

(2)  Sterility.  Use  0.25  milliliter  from 
each  immediate  container,  and  proceed 
as  directed  in  S  141a.2  of  this  chapter, 
except  that  neither  penicillinase  nor  the 
control  tube  is  used  in  the  test  for 
bacteria. 

(3)  pH.  Proceed  as  directed  in  8  141a.5 
(b)  of  this  chapter,  using  the  imdiluted 
sample. 

•  *  •  *  • 


PART  148}— NOVOBIOCIN 

§  148j.6  Sodium  novobiocin  f<Mr  injec¬ 
tion. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength,  qtuil^ 
ity,  and  purity.  Sodium  novobiocin  for 
injection  is  sodium  novobiocin  with  or 
without  one  or  more  suitable  solubilizing 
agents,  preservatives,  and  diluents. 
Each  vial  contains  500  milligrams  of 
novobiocin.  It  is  sterile.  It  is  nonpy- 
rogenlc.  It  is  nontoxic.  Its  moisture 
content  is  not  more  than  6.0  percent. 
Its  pH,  when  reconstituted  as  directed 
in  the  labeling,  is  not  less  than  6.5  and 
not  more  than  8.5.  The  sodium  novo¬ 
biocin  used  conforms  to  the  standards 
prescribed  by  8  148j.l(a)  (1)  (i),  (v), 

(vl) ,  (vii) ,  (viii) ,  and  (ix) .  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  n.8P.  or  NP.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compedium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
$148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Request  for  certification.  In  ad¬ 
dition  to  the  requirements  of  8  148.4  of 
this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  sodium  novobiocin  used  in 
making  the  batch  for  potency,  moisture, 
pH,  residue  on  ignition,  specific  rotation, 
crystallinity,  and  identity. 

(b)  The  batch  for  potency,  sterility, 
pyrogens,  toxicity,  moisture,  and  pH. 

(11)  Samples  required: 

(a)  The  sodium  novobiocin  used  In 
making  the  batch:  10  packages,  each 
containing  approximately  500  milli¬ 
grams. 

(b)  The  batch:' 

(i)  For  all  tests  except  sterility:  A 
minimum  of  10  Immediate  containers. 
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(2)  For  sterility  testing:  10  immediate 
containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  pa<dcage  of 
each  containing  not  less  than  5  grams. 

(4)  Fees.  $4-00  for  each  package  in 
the  samples  submitted  in  accordance 
with  sul^iaragraph  (3)  (U)  (a)  and  (c) 
of  this  paragraph;  $5.00  for  each  imme¬ 
diate  container  in  the  sample  sulunitted 
in  accordance  with  subparagraph  (3) 
(ii)(b)(f)  of  this  paragraph;  $10.00  for 
all  containers  submitted  in  accordance 
with  subparagraph  (3)  (ii)  (b)  (2)  of  this 
paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Reconstitute  as  directed  in  the 
labeling,  withdraw"  a  representative  sam¬ 
ple  with  a  suitable  syringe  fitted  with  a 
22-gage  needle  and  transfer  to  an  ap¬ 
propriate-sized  volumetric  flask.  Pro¬ 
ceed  as  directed  in*  8  148j.l(b)  (1).  The 
content  of  novobiocin  is  satisfactory  if  it 
is  not  less  than  90  percent  and  not  more 
than  120  percent  of  the  number  of  milli¬ 
grams  of  novobiocin  that  it  is  represented 
to  contain. 

(2)  Sterility.  Proceed  as  directed  in 
8  148j.l(b)  (2). 

(3)  Pyrogens.  Proceed  as  directed  in 
8  148j.l(b)(3). 

(4)  Toxicity.  Proceed  as  directed  in 
8  148j.l(b)  (4). 

(5)  Moisture.  Proceed  as  directed  hi 
8  141a.5(a)  of  this  chapter. 

(6)  pH.  Proceed  as  directed  in 
8  141a.5(b)  of  this  chapter,  using  the 
sample  after  reconstituting  as  directed  in 
the  labeling. 

§  148j.7  Sodium  novobiocin  capsules. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Sodium  novobiocin  cap¬ 
sules  are  gelation  capsules  containing 
crystalline  sodium  novobiocin  with  a 
suitable  and  harmless  filler  and  with  or 
without  a  binder  and  a  lubricant.  Each 
capsule  contains  100  milligrams  or  250 
milligrams  of  novobiocin.  The  moisture 
content  is  not  more  than  6.0  percent. 
The  crystalline  sodium  novobiocin  used 
conforms  to  the  standards  prescribed  by 
8  148j.l(a)(l)  (i),  (Iv),  (v),  (vl),  (vii), 
(viii),  and  (ix).  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
XJJSP.  or  NF*.,  conforms  to  the  standards 
prescribed  therefor  by  such  official  com¬ 
pendium. 


(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
8  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification.  In  ad¬ 
dition  to  the  requirements  of  8  148.4  of 
this  chapter,  each  such  request  shall 
contain: 

(1)  Results  of  tests  and  assays  on: 

(a)  The  sodium  novobiocin  used  in 
making  the  batch  for  potency,  toxicity, 
moisture,  pH,  residue  on  Ignition,  spe¬ 
cific  rotation,  crystallinity,  and  identity. 

(b)  The  batch  for  potency  and  mois¬ 
ture. 

(ii)  Samples  required: 

(a)  The  sodiiun  novobiocin  used  in 
making  the  capsules:  10  packages,  each 
containing  approximately  500  milli¬ 
grams. 

(b)  The  batch:  A  minimum  of  30 

capsules.  , 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $0.75  for  each  capsule  sub¬ 
mitted  in  accordance  with  subparagraph 

(3)(il)(b)  of  this  paragraph;  $4.00  for 
each  package  in  the  samples  submitted 
in  accordance  with  subparagraph  (3)  (ii) 

(a)  and  (c)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  direct^  in  8  148j.l 

(b)  (1)  of  this  chapter,  except  prepare 
the  sample  for  assay  as  follows:  Place 
a  representative  number  of  capsules  in  a 
high-speed  glass  blender  with  1.0  milli¬ 
liter  of  polysorbate  80  and  sufficient  O.IM 
potassium  phosphate  buffer,  pH  8.0,  to 
give  a  stock  solution  of  convenient  con¬ 
centration.  Blend  3  to  5  minutes.  The 
content  of  novobiocin  is  satisfactory  if 
it  is  not  less  than  90  percent  and  not 
more  than  120  percent  of  the  number  of 
milligrams  of  novobiocin  that  it  is  rep¬ 
resented  to  contain. 

(2)  Moisture.  Proceed  as  directed  in 
8  141a.5(a)  of  this  chapter. 

Effective  date.  This  order  shall  be¬ 
come  effective  60  days  from  the  date  of 
its  publication  in  the  Federal  Register. 

(Sec.  507,  59  Stat.  463  as  amended;  21  UJS.C. 
357) 

Dated:  August  7.  1964. 

Oeo.  P.  Larrick, 

Commissioner  of  Food  and  Drugs. 

[FR.  Doc.  64-8141;  FUed,  A\xg.  13,  1964; 

8:46  a.m] 


